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N , N • -SUBSTITUTED-1 , 3 -DIAMINO-2 -HYDROXYPROPANE DERIVATIVES 



BACKGROUND OF THE ZNVEHTION 

1. Field o£ the Invention 

5 The invention is directed to compounds useful in treatment 

of Alzheimer's disease and similar diseases. 

2, Description of the Related Art ..... . .. .. . 

Alzheimer's disease (AD) is a progressive degenerative 

10 disease of the brain primarily associated with aging. Clinical 
ation of AD is characterized by loss of memory, cognition, 
reasoning, judgment, and orientation. As the disease 
progresses, motor, sensory, and linguistic abilities are also 
affected until there is global impairment of multiple cognitive 

15 fiinctions. These cognitive losses occur gradually, but 
typically lead to severe impairment, and eventual death in the 
range of four to twelve years. 

Alzheimer's disease is characterized by. two major 
pathologic observations in the brain: nexirof ibrillary tangles.. 

20 and beta an^yloid (or neuritic) plaques, comprised .predominantly 
of an aggregate of a: peptide fragment . know as A beta. 
Individuals with AD\ exhibit characteristic beta-amyloid 
deposits in the brain • (beta amyloid' plaques) and in cerebral 
blood vessels (beta- amyloid angiopathy) as well as 

25 neurofibrillary tangles. Neurofibrillary tangles occur not 
only, in Alzheimer's disease but also in other dement ia-inducing 
disorders. On autopsy, large numbers of these lesions are 
generally foiand in areas of the human brain important for 
memory and cognition. 

30 Smaller numbers of these lesions in a more restricted 

anatomical distribution are found in the brains of most aged 
humans who do. not have clinical AD. Amyloidogenic plaques and 
vascular amyloid angiopathy also characterize the brains of 
individuals with Trisomy 21 (Down's Syndrome), Hereditary 
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Cerebral Hemorrhage with Amyloidosis of the Dutch-Type (HCHWA- 
D) , and other neurogenerative disorders. Beta-amyloid is' a 
defining feature of AD, now. believed to be a causative 
precursor or factor in the development of the disease. 
5 Deposition of A beta in areas of the brain responsible for 
cognitive activities is a major factor in the development of 
AD. Beta-amyloid plaques are predominantly composed of amyloid 
beta peptide (A beta, also sometimes designated betaA4) . A 
beta peptide is derived by proteolysis of the amyloid precursor 
10 protein (APP) and is cpit5)rised of 39-42 amino acids. Several 
proteases called secretases are involved in the processing of 
APP. ... ..... 

Cleavage of APP at the N-terminus of the A beta peptide by 
-beta-secretase and at the C-terminus by one or more gamma- 

15 secretases constitutes the- beta-amyloidogenic.^ pathway, i.e. the 
pathway by which A beta is formed. Cleavage of APP by alpha- 
secretase produces alpha -sApP, a secreted form of APP^that does 
not result in beta-amyloid plaque formation. This alternate 
pathway precludes the formation of A beta peptide. 

20 An aspartyl protease has been identified ..as the enzyme 

responsible for processing of APP at the beta-secretase 
dleavage site. The beta-secretase enzyme has been disclosed 
using varied nomenclature, including BACE, Asp, and Memapsin. 

Several lines of evidence indicate that progressive 

25 cerebral deposition of beta^amyloid peptide (A beta) plays a 
seminal role in the pathogenesis of AD and ' can . precede 
cognitive symptoms by years or decades. Release of A beta from 
neuronal cells grown in culture and the presence of A beta in 
cerebrospinal fluid (CSF) of both normal individuals and AD 

30 patients has been demonstrated. 

It has been proposed that A beta peptide accumulates as a 
result of APP processing by beta" secretase, thus inhibition of* 
this enzyme's activity is desirable for the treatement of AD. 
In vivo processing of APP at the beta-secretase cleavage site 
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is thought to be a rate- limiting step in A beta production, and 
is thus a therapeutic target for the treatment of AD. 

BACEl knockout mice fail to produce A beta, and a normal 
phenotype. When crossed with transgenic mice that overexpress 
5 APP, the progeny show reduced amoiints of A beta in brain 
extracts as coit5)ared with control animals (Luo et. al., 2001 
Nature Neuroscience 4:231-232). This evidence further supports 
the proposal that inhibition of beta-secretase activity and 
reduction of A beta in the brain provides a therapeutic method 
10 for the treatment of AD and other beta amyloid disorders. 

At present there are no effective treatments for halting, 
preventing, or reversing the progression of Alzheimer's 
disease. Therefore, there is an urgent need for pharmaceutical 
agents capable of slowing the progression of Alzheimer's 
15 disease and/or preventing it in the first place. 

Coitpounds that are effective inhibitors of beta-secretase, 
' that inhibit beta-secretase-mediated cleavage of APP, that are 
effective inhibitors of A beta production, and/or are effective 
'^^ " to" reduce amyloid beta deposit's or plaques, are needed for the 
20 treatment and prevention of disease characterized by amyloid 
beta deposits or plagues, such as AD. 



-3- 
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SUMMARY OF IMVEMTIOM 

In a broad aspect, the invention provides compounds of 
formula X: 

R25 QH R25 
Ri R2R3 

5 and the pharmaceutically acceptable salts thereof wherein 
Ri is -(CH2)i-2-S(0)o-2-(Ci-C6 alkyl), or 

Ci-Cio alkyl optionally substituted with 1, 2, or 3 groups 
independently selected from halogen, -OH, =0, -SH, 
-C^, -CF3, -C1-C3 alkoxy, amino, mono- or 

10 dialkylamino, -N(R)C(0)R'-, -0C(=0) -amino and 

-0C(=0) -mono- or dialkylamino, or 
C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 
substituted with 1, 2, or 3 groups independently 
selected from halogen, -OH, -SH, -C^, -CF3, C1-C3 
15 . alkoxy, amino, and mono-, or dialkylamino, or 

aryl, heteroaryl, heterocyclyl, -Ca-Ce alkyl-aryl, -Ci^Ce 
allqrl-heteroaryl, or -Ci-Cs alkyl-heterocyclyl, where 
the ring portions of each are optionally substituted 
withal, 2, 3, or 4 groups independently selected from 
20 halogen, -OH, -SH, -C^, -NRiosR'ios/ -CO2R, -N(R)C0R', 

or -N(R)S02R', -C{=0) - (C1-C4) alkyl, -S02-amino, -SO2- 
mono or dialkylamino, -C (=0) -amino, -C(=0)-mono or 
dialkylamino, -S02-" (C1-C4) alkyl, or 

Ci-Ce . alkoxy optionally substituted with 1, 2, or 3 
25 . groups which are independently selected from 

halogen, or 

C3-C7 cycloalkyl optionally s\ibstituted with 1, 2, or 

' 3" .groups independently selected from halogen, 

. OH, -SH, -C^, -CF3, C1-C3 alkoxy, amino, -Ci-Ce 
30 alkyl and mono- or dialkylamino, or 

Ci-Cio alkyl optionally s\abstituted with 1, 2, or 3 
groups independently selected from halogen, -OH, 
. -4- 
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-SH, -C^, -CF3/ -C1-C3 alkoxy, amino, mono- or 
dialkylamino and -C1-C3 alkyl, or 
C2-C10 alkenyl or C2-C10 alkynyl each of which is 
optionally siibstituted with 1, 2, or 3 groups 
5 independently selected from halogen, -OH; -SH, 

-C^, -CP3, C1-C3 alkoxy, amino, Ci^Ce alkyl and 
mono- or dialkylamino; and the heterocyclyl 
group is optionally further substituted with 
0x0; 

10 where R and R' independently, are hydrogen, Ci-Cio 

alkyl, Ci-Cio alkylaryl or Ci-Cio alkylheteroaryl ; 
R2 is hydrogen, Ci-Ce alkyl optionally substituted with one, two 
or three substituents independently selected from the group 
consisting of C1-C3 alkyl, halogen hydroxy, -SH, cyano, 
15 -CF3, C1-C3 alkoxy, amino, • mono (Ci-Ce) alkylamino, or di (Ci- 

Ce ) alkylamino ; 

R3 is selected from the group consisting of hydrogen, Ci-Ce 
alkyl optionally substituted with one, two or three" 
substituents independently selected from the 'group 
20 consisting of C1-C3 alkyl, halogen hydroxy, -SH, cyano, 

-CF3, C1-C3 alkoxy, amino, mono (Ci-Ce) alkylamino, or di(Ci- 
Ge) alkylamino : 

or R2 and R3 are taken together with the carbon to which they 
are attached to form a 3 or 4-membered carbocyclic ring; 
25 each R25 is independently selected from the group consisting of 
hydrogen or Ci-Ce alkyl; 
Rc is hydrogen, - (CR245R25o)o-4-aryl, - (CR245R250) o-4-heteroaryl, 
-(CR245R25o).o-4-heterocyclyl, - (CR245R250) o-4-aryl-heteroaryl, 

- (CR245R25o)o-4-aryl -heterocyclyl, - (CR245R250) o-4-aryl-aryl, 
30 - (CR245R250) o-4-heteroaryl-aryl, - (CR245R250) o-4-heteroaryl- 

heterocyclyl , - {CR245R25o)~o-'4-heteroaryl-heteroaryl , 

- (CR245R250) o-4-heterocyclyl-heteroaryl, - (CR245R250) 0- 
4-'heterocyclyl -heterocyclyl , - (CR245R250) 0-4-heterocyclyl- 
aryl, -[C(R255) {R260) ] 1-3-CO-N- (R255)2, -CH(aryl)2/ 

-5- 
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-CH (heteroaryl ) 2 / 

-CH ( aryl ) (heteroaryl ) , 



-CH (heterocyclyl ) 2 # 
- ( CH2 ) o-i-CH ( ( CH2 ) 0-6-OH) - ( CH2 ) 0-1" 



aryl , - { CH2 ) o-i-CH ( ( CH2 ) { CH2 ) o-i-he teroaryl , -CH ( -aryl 

or -heteroaryl ) -CO-0 (C1-C4 alkyl ) , -CH ( -CH2-OH) -CH (OH) - 
phehyl-N02, (Ci-Ce alkyl) -O- (Ci-Ce alkyl) -OH; -CH2-NH-CH2-^ 
CH(-0-CH2-CH3)2/ -(CH2)o-6-C(=NR235) (NR235R240) / or 
Ci-Cio alkyl optionally substituted with 1, 2, or 3 groups- 
independently selected from the group consisting of 
R205/ ^ -OC=ONR235R240. -S (=0) 0-2 (Ci-Ce alkyl) , -SH, 
-NR235C=ONR235R240/ -C=ONR235R240 / and -S (=0) 2NR235R240/ or 
- (CH2)o-3- (C3-C8) cycloalkyl wherein the cycloalkyl is 
optionally substituted with 1, 2, or 3 groups 
independently selected, from the group consisting of 
R205/ -CO2H, and -C02-(Ci-C4 alkyl), or 
cyclopentyl, cyclohexyl, or cycloheptyl ring fused to 
aryl, heteroaryl, or heterocyclyl wherein one, two 
or three carbons of the cyclopentyl, cyclohexyl, or 
cycloheptyl is optionally replaced with a heteroatom 
independently selected from NH, NR215/ 0-, or S (=0)0-2, 
and wherein the cyclopentyl, cyclohexyl, or 
cycloheptyl group can be optionally substituted with 
one or two groups that are independently R205,- =0, 
-CO-NR235R240 # or -S02-(Ci-C4 alkyl), or 
C2-C10 alkenyl or C2-C10 alkynyl, each of which is 
optionally substituted with 1, 2, or 3 R205 groups, 
wherein 

each aryl and heteroaryl is optionally substituted with 1, 
2, or 3 R200/ and wherein each heterocyclyl is 
optionally sixbstituted with 1, 2, 3, or 4 R210; 
R200 at each occurrence is independently selected from -OH, 
-N02r halogen, -CO2H, C^, - (CH2) 0-4-CO-NR220R225/ -(CH2)o-4- 
CO- (C1-C12 alkyl) , - (CH2) 0.4-CO- {C2-Ca2 alkenyl) , - (CH2) 0-4- 
CO-(C2-Ci2 alkynyl), - (CH2) 0-4-CO- (C3-C7 cycloalkyl), -(CH2)o. 
4-CO-aryl, - (CH2) 0-4-CO-heteroaryl, - (CH2)o-4-CO- 
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heterocyclyl , - (CH2)o-4-CO-0-R2i5. - (CH2) 0-4-SO2-NR220R225/ - 
(CH2)o-4-SO-(Ci-C8 alkyl), - (CH2) 0-4-SO2- (Ci-Ci2 alkyl) , - 
{CH2)o-4-S02-(C3-C7 cycloalkyl), - (CH2) o-4-N(H or R2i5)-CO-0- 
R215/ -(CH2)o-4-N(H or R2is)-CO-N(R2i5)2, -(CH2)o-4-N-CS- 

5 N(R215)2/ -(CH2)o-4-N(-H or R2IS) -CO-R22O/ -(CH2)o-4-NR22oR225, 

-(CH2)o-4-0-CO-(Ci-C6 alkyl), - (CH2)o-4-0-P(0)-(OR24o)2, 
-{CH2)o-4-0-CO-N(R2i5)2f -(GH2)o-4-0-CS-N(R2is)2/. - (CH2) 0-4-0- 
(R215)/ - (CH2) 0-4-0- (R215)-COOH, -(CH2).o-4-S-(R2l5) / -{CH2)o-4-0- 

(Ci-Ce alkyl optionally s\ibstituted with 1, 2, 3, or 5 - 
10 F) , C3-C7 cycloalkyl, (CH2) o-4-N(H. or R21S) -SO2-R2201 -(CH2)o- 

4- C3-C7 cycloalkyl, or 

Ci-Cio alkyl optionally substituted with 1, 2, or 3 R205 
groups, or 

C2-C10 alkenyl or C2-C10 alkynyl, each of which is 
15 optionally substitute^ with T or -2 ,R205 groups, 

wherein 

the aryl and heteroaryl groups at each occurrence are 
optionally siabstituted with 1, 2, or 3 groups that 
are independently R205, R210/ or 
20 Ci-Ce alkyl substituted with 1, 2, or 3 groups that 

are independently R205 or R210, and wherein 
tihie heterocyclyl group at each occurrence is optionally 
substituted with 1, 2, or 3 groups that are 
independently R210; 
25 R205 at each occurrence is independently selected from Ci-Ce 
alkyl, halogen, -OH, -0-phenyl, -SH," -C^, -CF3, Cx-Ce 
alkoxy, NH2, NH(Ci-C6 alkyl) or N-(Ci-C6 alkyl) (Ci-Ce 
alkyl) ; 

R210 at each occurrence is independently selected from halogen, 
30 Ci-Ce alkoxy, Ci-Cg haloalkoxy, -NR220R225, OH, C^, -CO-{Ci- 

C4 alkyl), -SO2-NR235R240, -CO-NR235R240, -S02-(Ci-C4 alkyl), 
=0, or 
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Ci-Cs alkyl, C2-C6 alkenyl, C2-C6 alkynyl or C3-C7 
cycloalkyl, each of which is optionally siibstituted 
with 1, 2, or 3 R205 groups; 
R215 at each occurrence is. independently selected from Ci-Ce 
5 alkyl, -{CH2)o-2-{aryl) , . C2-C6 alkenyl, C2-C6 alkynyl, C3-C7 

cycloalkyl , and - (CH2 ) 0-2" (heteroaryl ) , - (CH2 ) 0-2- 
(heterocyclyl) , wherein 

the aryl group at each occurrence is optionally 
substituted with 1, 2, or 3 groups that are 
10 independently R205 or R210/ and wherein 

the .heterocyclyl and heteroaryl groups at each occurrence 
are optionally substituted with 1, 2, or 3 R210; 
R220 and R225 at each occurrence are independently selected from 
-Hv -^-Cs-Cv cycloalkyl, -(C1-C2 alkyD-CGa-C? cycloalkyl), - 
15 (Ci-Ce alkyl)-0-(Ci-C3 alkyl) , -C2-C6 alkenyl, -C2-C6 

alkynyl, -Ci-Ce alkyl chain with one dovible bond and one 
triple bond, -aryl, -heteroaryl, and -heterocyclyl, or 
-Ci-Cio alkyl optionally siibstituted with -OH, -NH2 or 
halogen, wherein 

20 the aryl, heterocyclyl and heteroaryl groups at each 

occurrence are^ optionally, substituted with 1, 2, or 3 
R270 groups 

R235 and R240 at each occurrence are independently H, or Ci-Ce 
alkyl; - 
25 R245 and R250 at each occurrence are independently selected from 
-H, C1-C4 alkyl, C1-C4 alkylaryl, C1-C4 alkylheteroaryl, Ci~ 
C4 hydroxyalkyl , C1-C4 alkoxy, C1-C4 haloalkoxy, -(CH2)o-4- 
C3-C7 cycloalkyl, C2-C6 alkenyl, C2-C6 alkynyl, and phenyl; 
or 

30 R245 and R250 are taken together with the carbon to which they 
are attached to form a carbocycle of 3, 4, 5, 6, or 7 
carbon atoms, where one carbon atom is optionally replaced 
by a heteroatom selected from -0-, -S-, "SO2-, and "NR220"; 

-8- 
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R255 and R260 at each occurrence are independently selected from 
-H, -(CH2)i-2-S(0)o-2-(Ci-C6 alkyl), -(Ci-Cu alkyl)-aryl, 
-(C1-C4 alkyl) -heteroaryl, -(Ci"C4 alkyl) -heterocyclyli - 
aryl , -heteroaryl , -heterocyclyl , - (CH2 ) 1-4-R265- (CH2 ) 0-4- 
5 aryl, - (CH2) 1-4-R265- (CH2) o-4-heteroaryl, - (CH2) 1-4-R265- {CH2) 0- 

4-heterocyclyl , or 

Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl or - (CH2) 0-4-C3-C7 
cycloalkyl, each of which, is optionally sxibstituted 
with 1, 2, or 3 R205 groups, wherein 
10 each aryl or phenyl is optionally substituted with 1, 2, 

or 3 groups that , are independently R205f R2io# or 
Ci-Ce alkyl siabstituted with 1, 2, or 3 groups that 
• are independently R205 or R2io# and wherein 
each heterocyclyl' is optionally substituted with 1, 2, 3, 
15 or 4 R210; 

R265 at each occurrence, is... independently -S- or -N(Ci-C6 

alkyl)-; 

R270 at each- occurrence is ^ independently R205/ halogen Ci-Ce 
alkoxy, Ci-Ce haloalkoxy, NR235R240/ -OH, -C^, -C0-(Ci-C4 
20 alkyl), -SO2-NR235R240f -CO-NR235R240/ -SO2- (C1-C4 alkyl), =0, 

or - - ^ . 

Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl or - (CH2) 0-4-C3-C7 
cycloalkyl, each of which is optionally substituted 
with 1, 2, or .3 R205 groups; 
25 Rn is R'loo/ -S02R'ioo/ - (CRR' ) i-eR' lOO/ -C (=0) - (CRR' } o-eRioo, -C(=0)- 
( CRR ' ) 1-6-O-R ' 100 / -C ( =0 ) - ( CRR ' ) 1-6- S -R ' 100 , -C ( =0 ) - { CRR ' ) i-e- 
C (=0) -Rioo. -C (=0) - (CRR' ) 1-6-SO2-R100 or -C (=0) - (CRR' ) 1-5- 
NRioo-R'ioo; 

Rioo and R'loo independently re aryl, heteroaryl, -aaryl-W-aryl, - 
30 aryl-W-heteroaryl , -aryl-W-heterocyclyl, -heteroaryl -W- 

aryl , -heteroaryl -W-heteroaryl , -heteroaryl -W- 
heterocyclyl , -heterocyclyl -W-aryl , -heterocyclyl-W- 
heteroaryl, -heterocyclyl-W-heterocyclyl, -CH[ (CH2)o-'2-0- 
Ri5o] - (CH2) 0-2-aryl, -CH[ (CH2) o-2-0-Rx5o] - (CH2) 0-2-heterocyclyl 

-9- 
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or -CHt(CH2)o-2-0-Ri5o]-{CH2)o-2-heteroaryl, where the ring 
portions of each are optionally substituted with 1, 2, or 
3 groups independently selected from 
-OR, -NO2, halogen, -(^, -OCF3, -CF3, -(CH2)o-4-0- 
5 P(=0) (OR) (OR') , -(CH2)o-4-CO-NRio5R'i05, -(CH2)o-4-0- 

(CH2)o-4-CONRio2Ri02', -(CH2)o-4-CO-(Ci-Ci2 alkyl), -(CH2)o- 
4-CO-(C2-Ci2 alkenyl), - (CH2) 0-4-CO- (C2-C12 alkynyl) ,.. 
-(CH2)o-4-CO- (CH2)o-4(C3-C7 cycloalkyl) , -(CH2)o-4-Riio, 
-(CH2)o-4-Ri20» -(CH2)o-4-Ri30/ " (CHj ) 0-4-CO-Riio , --(^2)0-4- 

10 CO-R12O/ -(CH2)o-4-CO-Ri30/ -(CH2)o-4-CO-Ri40/ -(CH2)o-4-CO- 

O-Riso. -(CH2)o-4-S02-NRi05R'l05, -(CH2)o-4-SO-(Ci-C8 

alkyl ) , - {CH2 ) 0-4-SO2- {C1-C12 alkyl ) , - (CH2) 6-4-SO2- 
(CH2 ) 0-4- (C3-C7 -cycloalkyl) , - (CH2 ) 0-4-N (Rxso) -CO-O-R150 , 
-{CH2)o-4-N(Riso)-CO-N(Ri5o)2, - (CH2 ) o-4-N (Riso) -CS- 
15" N{Ri5o)2, -( CH2) 0-4 -N( Rise )-CO-Rio5, - (CH2) o-4-NRio5R'io5, 

. -{CH2)o-4-Ri40, - (CH2)o-4-0-CO-(Ci-C6 alkyl) , -(CH2)o-4-0- 

- P{0)- (0-Riio)2/ -(CH2)o-4-0-CO-N(Rx5o)2, - (CH2) 0-4-O-CS- 

N{Ri5o)2» - (CH2) 0-4-0- (Ri5o) , -(CH2)o-4-0-Ri5o'-COOH, - 

(CH2jo-4-S-{Rx5o) , - (CH2)o-4-N(Ri5o)-S02-Rx05f -(CH2)o-4- 

20 C3-C7 cycloalkyl, {C2-C10) alkenyl, or (C2-C10) alkynyl, 

or 

Rioo. is Ci-Cio alkyl optionally substituted with 1, 2, or 3 Rus 
groups, or 

Rioo is -{Ci-Ce alkyl ) -O-Ci-Ce alkyl) or -(Ci-Ce alkyl) -S- (Ci-Ce 
25 alkyl), each of which is optionally s\ibstituted with 1, 2, 

or 3 Riis groups, or 
Rioo is C3-C8 cycloalkyl optionally substituted with 1, 2, or 3 
R115 groups; . 

W is -(CH2)o-4-, -0-, -S (0)0-2-, -N(Ri35)-, -CR(OH)- or -C(0)-; 
30 R102 and R102' independently are hydrogen, or 

Ci-Cio alkyl optionally siibstituted with 1, 2, or 3 groups 
that are independently halogen, aryl or -Rno; 
R105 and R'los independently re -H, -Rno, -R120, C3-C7 cycloalkyl, 
-{C1-C2 alkyl) -(C3-C7 cycloalkyl) , -(Ci-Ce alkyl) -o-(Ci-C3 
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alkyl), C2-C6 alkenyl, C2-C6 alkynylv or Ci-Ce alkyl chain 
with one doiible bond and one triple bond, or 
Ci-Ce alkyl optionally substituted with -OH or -NH2; or, 
Ci-Ce alkyl optionally substituted with 1, 2, or 3 groups 
independently selected from halogen, or 

R105 and R'los together with the atom to which they are attached 
form a 3 to 7 membered carbocylic ring, where one member 
is optionally a heteratom selected from -0-, -S (0)0-2-/ - 
N(Ri35)-/ the ring being optionally sxibstituted with 1, 2 
or three R140 groups; 

Ru5 at each occurrence is independently halogen, -OH, -C02Rio2f 
-Ci-Cs thioalkoxy, -C02-phenyl, -NRiosR'ias/ -S02-(Ci-C8 
alkyl), -C(=0)Ri80/ Riso. -CONRiosR'ios. -SO2NRi05R'i05/ -NH-CO- 
(C1-C6 alkyl) , -NH-C(=0)-OH, -NH-C (=0) -OR, -NH-C(=0) -O- . 
phenyl, -O-C (=0) - (Cx-Cs alkyl), -O-C (=0) -amino, -0-C(=0)- 
mono- or dialkylamino, -0-C (=0) -phenyl, -0-(Ci-C6 alkyl )- 
CO2H, -NH-SO2- (Ci-Ce alkyl), Ci-Ce alkoxy or Ci-Ce 
haloalkoxy; 

Ri35 is Ci-Ce alkyl, 02-06 alkenyl, C2-C6 alkynyl, C3-C7 
cycloalkyl, - {CH2) 0-2- (aryl) , - (CH2) 0-2" (heteroaryl) , or - 
(CH2) 0-2- (heterocyclyl) ; 

Ri40 is heterocyclyl optionally substituted with 1, 2, 3, or 4 
groups independently selected from Cx-Ce alkyl, Ci-Ce 
alkoxy, halogen, hydroxy, cyano, nitro, amino, mono(Ci- 
Ce) alkyl amino, di (Cx-C6)al]Qriamino, C2-C6 alkenyl, C2-C6 
alkynyl, Ci-Ce haloalkyl, Cx-Ce haloalkoxy, amino (Ci- 
Ce) alkyl, mono (Ci-Ce) alkylamino (Cx-Ce) alkyl, di(Cx- 
06)alkylamino (Cx-Ce) alkyl, and =0; 

Rx5o is hydrogen, C3-C7 cycloalkyl, -(Cx-C2 alkyl) - (C3-C7 

cycloalkyl), C2-C6 alkenyl, Ca-Ce alkynyl, Cx-Ce alkyl with 
one double bond and one triple bond, -Rxxo# -Rx20/'or 
Cx-Ce alkyl optionally substituted with 1, 2, 3, or 4 

groups independently selected from -OH, -NH2, CX-C3 
alkoxy, Rxioi and halogen; 
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Ri5o' is C3-C7 cycloalkyl, -(C1-C3 alkyl) - (C3-C7 cycloalkyl), C2- 
Ce alkenyl, C2-C6 alkynyl, Ci-Ce alkyl with one double bond 
and one triple bond, -Riior -Ri2o# or 

Ci-Ce alkyl optionally sxibstituted with 1, 2, 3, or 4 

groups independently selected from -OH, -NH2, Ci-Cs 
alkoxy, Rno, and halogen; 

R180 is selected from morpholinyl, thiomorpholinyl, piperazinyl, 
piperidinyl , homomorpholinyl ; homothiomorpholinyl , 

homothiomorpholinyl S-oxide, homothiomorpholinyl S,S- 
dioxide> pyrrolinyl and pyrrolidinyl, each of which is 
optionally sxibstituted with 1, 2, 3, or 4 groups 
independently selected from Ci-Ce alkyl, Ci-Ce alkoxy, 
halogen, hydroxy, cyano, nitro, amino, mono{Ci- 
C6)alkylamino, di (Ci-C6)alkylamino, C2-C6 alkenyl, C2-C6 
alkynyl, Ci-Ce haloalkyl, Ci-Ce haloalkoxy, amino (Ci- 
Ce) alkyl, mono (d-Ce) alkylamino (Ci-Ce) alkyl, di (Ci- 

C6)alkylamino(Ci"C6) alkyl, and =0; 

Riio is aryl optionally substituted with 1 or 2 R125 groups; 

R125 at each occurrence is independently halogen, amino, mono- 
or dialkylamino, -OH, -C^, -SO2-NH2, -S02"NH-Ci-C6 alkyl, 
-S02-N(Ci-C6 alkyl)2, -S02-(Ci-C4 alkyl), -CO-NH2, -CO-NH-Ci- 
Ce alkyl, or -C0-N(Ci-C6 alkyl)2/ or * 

Ci-Ce alkyl, C2-C6 alkenyl or C2-C6 alkynyl, each of which 

is optionally substituted with 1, 2, or 3 groups that 
are independently selected from C1-C3 alkyl, halogen, 
-OH, -SH, -C=N, -CF3, C1-C3 alkoxy, amino, and mono- 
and dialkylamino, or 

Ci-Ce alkoxy optionally substituted with one, two or three ' 
of halogen; 

R120 is heteroaryl, which is optionally siibstituted with 1 or 2 

R125 groups; and 
Ri3o is heterocyclyl optionally substituted with 1 or 2 R125 

groups . 
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In another broad aspect, the invention provides compounds 
of Formula X where 
Ri is: 

(I) Ci-Ce alkyl, optionally sxobstituted with one, two or • 
5 three substituents selected from the group consisting of C1-C3 
alkyl, C1-C7 alkyl (optionally siabstituted with C1-C3 alkyl and 
C1-C3 alkoxy), -F, -CI, -Br, -I, -OH, -SH, -C-N, -CF3, C1-C3 
alkoxy, -NRi-aRi-b, and -OC=0-NRi-aRi-b/ where Ri^a and Ri-b are 
independently at each occurence-H or Ci-Cs alkyl, 
10 (ID -CH2-S (0) 0-2- (Ci-Ce alkyl) , 

(III) -CH2-CH2-S(0)o-2-(Ci-C6 alkyl), 

(IV) C2-C6 alkenyl with one or two double bonds, 
optionally substituted with one, two or three- substituents 
selected from the group consisting of -F, -CI, -OH, -SH, -C^N, 

15 -CF3, C1-C3 alkpxy, -NRi-aRi-b where Ri-a and Ri-b are -H or Ci-Ce 
alkyl, 

(V) C2-C6 alkynyl with one or two triple bonds, optionally 
' substituted with one, two or three substituents selected from 

the group consisting of -F, -CI, -OH, -SH, -C^, -CF3, C1-C3 
20 alkoxy, -NRi-aRi-b where Ri-a and Ri-b are -H or Ci-Ce alkyl, 

(VI) - (CH2)ni- (Ri-aryi) where ni is zero or one and where Ri« 
aryi is phenyl, naphthyl, indanyl, indenyl, dihydronaphthayl , 
or tetralinyl each of which is optionally substituted with one, 
two, three, four, or five of the following siabstituents on the 

25 aryl ring: 

(A) Ci-Ce alkyl optionally substituted with one, two 
or three substituents selected from the group consisting of Ci- 
C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -NRi-aRi-b/ -C^, -CF3, and 
C1-C3 alkoxy, 

30 (B) C2-C6 alkenyl optionally substituted with one, 

two or three substituents selected from the group consisting of 
- -F, -CI, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, and -NRi-aRi-bi 
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(C) C2-C6 optionally substituted with one, two or 
three substituents selected from the group consisting of -F, - 
CI, -OH, -SH, -C^, -CF3/ C1-C3 alkoxy, and -NRi-aRi-bi 

(D) -F, CI, -Br and -I, 
5 (E) "Ci-Ce haloalkoxy 

(F) -Ci-Ce alkoxy 

(G) -NRn^2Rn-3i 

(H) -OH, 

(I) -C^, 

10 (J) C3-C7 cycloalkyl, optionally substituted with 

one, two or three substituents independently -selected from the 
group consisting of -F, -Cl, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, 

and -NRi-aRi-b/ 

(K) -C0-(Ci-C4 alkyl) , 

15 (L) -S02-NRi.aRi-b/ 

(M). -CO-NRi-aRi-b/ 
"-^"tN) -S02-(Ci-C4 alkyl), ♦ 
(VII). -(CH2)nl-(Rl-heteroaryl) Where Ri-heteroaryl is Selected from 

the group consisting of pyridinyl, pyrimidinyl, quinolinyl, 
20 benzothienyl, indolyl, , indolinyl, pryidazinyl, pyrazinyl, 
isoindolyl, isoquinolyl, ' "cjuinazolinyl, quinoxalinyl , 

phthalazinyl, imidazolyl, isoxazolyl, pyrazolyl, oxazolyl, 
thiazolyl , indolizinyl , indazolyl , benzothiazolyl , 

. benzimidazolyl , benzof uranyl , f uranyl , thienyl , pyrrolyl , 
25 oxadiazolyl, thiadiazolyl, fcriazolyl, tetrazolyl, 

oxazolopyridinyl , . .imidazopyridinyl , isothiazolyl , 

naphthyridinyl,cinnolinyl,carbazolyl, beta-carbolinyl, 
isochromanyl, chromanyl, tetrahydroisoquinoiinyl, isoindolinyl, 
isobenzotetrahydrof uranyl , . isobenzotetrahydrothienyl , 

30 isobenzo thienyl, benzoxazolyl , ' pyridopyridinyl , 

benzotetrahydrof uranyl , benzotetrahydro thienyl , purinyl , 

benzodioxolyl , triazinyl , phenoxazinyl , phenothiazinyl , 
pteridinyl, benzothiazolyl, imidazopyridinyl, imidazothiazolyl, 
dihydrobenzisoxazinyl, benzisoxazinyl, benzoxazinyl, 
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dihydrobenzisothiazinyl , benzopyranyl , benzothiopyranyl , 
coxamarinyl , isocoumarinyl , chromonyl, chromahonyl , 

tetrahydroquinolinyl , dihydroquinolinyl , dihydroquinolinonyl , 
dihydroisoquinol inonyl , dihydrocoumar inyl , 

dihydroisocoumarinyl , isoindolinonyl , benzodioxanyl , 

benzoxazolinonyl, pyridinyl-N-oxide, pyrrolyl N-oxide, 
pyrimidinyl N-oxide, pyridazinyl N-oxide, pyrazinyl N-oxide, 
quinolinyl N-oxide, indolyl N-oxide, indolinyl N-oxide, 
isoquinolyl N-oxide, quinazolinyl N-oxide, quinoxalinyl N- 
oxide, phthalazinyl N-oxide, iinidazolyl N-oxide, isoxazolyl N- 
oxide, oxazolyl N-oxide, thiazolyl N-oxide, indolizinyl N- 
oxide, . indazolyl N-oxide, benzothiazolyl N-oxide, 
benzimidazolyl N-oxide, pyrrolyl N-oxide, oxadiazolyl N-oxide, 
thiadiazolyl N-oxide, triazolyl N-oxide, tetrazolyl N-oxide, 
benzothiopyranyl S-pxide, and benzothiopyranyl S,S-dioxide, 

where .the Ri-heteroaryi group is bonded to -(CH2)ni- by 
any ring atom of "the parent RN-heteroaryi group substituted by 
hydrogen such that the new bond to the Ri-heteroaryi group 
replaces the hydrogen atom and its bond, where heteroaryl is 
optionally substituted with one, two, three, four, or five of: 

(1) Ci-Ce alkyl optionally substituted with one, two 
or three substituents selected from the group consisting of Ci" 
C3 alkyl, -F, -CI, -Br, -I, -OH, 

--SH, -NRi»aRi.b/ -CsN, -CF3, and C1-C3 alkoxy, 

(2) C2-C6 alkenyl with one or two double bonds, 
optionally substituted with one, two or three substituents 
selected from the group consisting of -F, -CI, -OH, -SH, -Csn, 
-CF3, C1-C3 alkoxy, and -NRi-aRi-b/ 

(3) C2-C6 alkynyl with one or two triple bonds, 
optionally substituted with one, two or three s\ibstituents 
selected from the group consisting of -F, -Cl, -OH, -SH, -C^n, 
-CF3, C1-C3 alkoxy, and -NRi-aRi-b/ 

(4) -F, -Cl, -Br and -I, 

(5) -Ci-Ce haloalkoxy, 
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(6) -Ci-Ce alkoxy 

(7) -NRn.2Rn-3i 

(8) -OH, 

(9) -C^, 

5 (10) C3-C7 cycloalkyl, optionally substituted with 

one, two or three sxabstituents independently selected from the 
group consisting of -F, -CI, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, 
and -NRi-aRi-b/ 

(11) -C0-{Ci-C4 alkyl)., 
10 (12) -S02-NRi>aRi-b. 

(13) -CO-NRi.aRi-b/ 

(14) -S02-(Ci-C4 alkyl) , with the proviso that when ni 
is zero Ri-heteroaryi is not bonded to the carbon chain by 
nitrogen, 

15 (VIII) - (CH2)ni- (Ri-heterocycie) Where ni is as defined above 

and Ri-heterocycie is Selected from the group consisting of 
morpholihyr,' thiomorpholinyl, thiomorpholinyl S-oxide, 
thiomorpholinyl S,S-di oxide, piperazinyl, homopiperazinyl, 
pyrrolidinyl, pyrrolinyl, tetrahydropyranyl , piper idinyl, 

20 tetrahydrof uranyl , . tetrahydrothienyl , homopiperidinyl , 

homomorpholinyl, homothiomorpholinyl, homothiomorpholinyl S,S- 
dioxide , oxazolidinonyl , dihydropyrazolyl , dihydropyrrolyl , 
' "dihydropyrazinyl , dihydropyr idinyl , dihydropyrimidinyl , 

dihydrofuryl, dihydropyranyl , tetrahydrothienyl S-oxide, 

25 tetrahydrothienyl S,S-dioxide, homothiomorpholinyl S-oxide, 
di thianyl , * pyranyl , dihydrof \irany 1 , pyrrolidinonyl , 

imidazolidinonyl, imidazolidinondionyl, wherein each of the 
above is optionally fused to a benzene, pyridine, or pyrimidine 
ring, and 

30 where the Ri-heterocyde group is bonded by any atom of the 

parent Ri-heterocycie group substituted by hydrogen such that the 
new bond to the Ri-heterocycie group replaces the hydrogen atom 
and its bond, where heterocycle is optionally substituted with 
one, two, three or four: 
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(I) Ci-Ce alkyl optionally substituted with one, two 
or tliree substituents independently selected from the group 
consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -NRi-aRi- 
br -C^, -CF3, and C1-C3 alkoxy, 

5 (2) C2-C6 alkenyl' optionally substituted with one, 

two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, -NRi^aRi-b/ 

(3) C2-C6 alkynyl optionally substituted with one,- 
two or three stabstituents independently selected from the group 

10 consisting of -F, -CI, -OH,. -SH,. -CsN, -CF3, C1-C3 alkoxy, and - 

WRi-aRl-b. 

(4) -F, -CI, -Br and -I, 

(5) Ci-Cs alkoxy, 

(6) -Ci-Ce haloalkoxy, 

15 ( 7) "-NRN-2RN.3/ ■ ^ ' 

(8) -OH, 

(9) -CsN, 

J 10.) CsrC? cycloalkyl, optionally substituted with 
one, two or three substituents independently selected from the 
20 group consisting of -F, -Cl, -OH, -SH 
-CsN, -CF3, C1-C3 alkoxy, and -NRi-aRi-b/ 

(II) -C0-(Ci-C4 alkyl), 

(12) -S02-NRi.aRi-b, 

(13) -CO-NRi-aRi-b/ 

25 (14) -S02-(Ci-C4 alkyl) , 

(15) =0, with the proviso that when ni is zero Ri- 
heterocycie is not bonded to the carbon chain by nitrogen; . . 

where R2 is selected from the group consisting of: 
(I)-H, 

30 (II) Ci-Ce alkyl, optionally substituted with one, two or 

three substituents independently selected from the group 
. consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, -SH, -C^, - 
CF3, C1-C3 alkoxy, and -NRi-aRi-b/ 
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(III) -(CH2)o-4-^R3o where R30 is Ri -aryl/ Rl-heteroaryl# OX Ri- 
heterocycle 

(IV) C2-C6 alkenyl with one or two double bonds, 
optionally substituted with one, two or three substituents 

5 independently selected from the group consisting of 

-F, -CI, -OH, -SH, -C^, -CF31 C1-C3 alkoxy, and -NRi-aRi-b. 

(V) C2-C6 alkynyl optionally substituted with one, two or 
three substituents independently selected from the group 
consisting of -F, -CI, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, and - 

10 NRi-aRi-b/ 

(VI) -(CH2)o-4- C3-C7 cycloalkyl, optionally substituted 
with one, two or three s\abstituents independently selected from 
the group consisting of -F, .-CI, -OH, ' -SH, -C=N, -CF3, C1-C3 
alkoxy, and -NRi-aRi-b# 

15 • where R3 is selected from the group consisting of: 

(I) .-H, 

(II) Ci-Ce alkyl, optionally substituted with one, two or 
three stibstituents selected from the group consisting of C1-C3 
alkyl, -F, -CI, -Br, -I, -OH, 

20 -SH, -CsN, -CF3, C1-C3 alkoxy, and -NRi-aRi-b/ 

(III) -(CH2)0-4-R30/ 

(IV) C2-C6 alkenyl, - ■ - ' ' * 

(V) C2-C6 alkynyl, 

(VI) -(CH2)o-4- C3-C7 cycloalkyl, optionally stabstituted 
25 with one, two or three substituents independently selected from 

the group consisting of -F, -CI, -OH, -SH, -C^, -CF3, C1-C3 

alkoxy, and -NRi-aRi-b^ 

or R2 and R3 are taken together with the carbon to which they 
are attached to form a carbocycle of three, four, five, six, 
30 and seven carbon atoms, optionally where one carbon atom is 
replaced by a heteroatom selected from the group consisting of 
-0-, -S-, -SO2-/ -nRn-2"; 

Rn is: 
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(I) Rh_i-Xw- where Xu is selected from the group consisting 

of: 

(A) -CO-, 

(B) -SO2-, 

(C) -(CR'R'')i-6 wherein 

R' and R" at each occurrence are the same or 
different and are -H or C1-C4 alkyl, 

(D) -C0-(CR'R'')i.6-Xs-i wherein Xu-i is selected from 
the group consisting of -0-, -S- and -NR'-, 

(E) a single bond, and 

(F) -C0-(CR'R")i.6- 

where is selected from the crroup consisting of: 

(A) Ru-aryi wherein RM-aryi at. each occxirrence is 
independently phenyl; naphthyl; tetralinyl; indanyl; indenyl; 
dihydronaphthyl; or • 6, 7 , 8, g-tetrahydro-BH- 

berizoEaJcycloheptenyl; each of which is optionally sxibstituted. 
with 1, 2, or 3 groups that at each occurrence are., 
independently: . ... 

(1) Ci-Ce alkyl, optionally substitutjed with 
one, two or three substituents selected from the" 'group 
consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 

-OH, -SH, -C^, -CF3, C1-C3 alkoxy, and -NRi_aRi-b.. wherein Ri_a 
and Ri-b at each occurrence are independently H or Ci-Ce alkyl, 

(2) -OH, 

(3) -NO2, 

(4) -F, -CI, -Br, -I, 

(5) -CO2H, 

(6) -C^, 

(7) -(CH2)o-4-c6-NIUi-2Bj,.3 wherein at each 
occurence Rij-2 and R^-s are the same or different and are 
selected from the group consisting of: - - 

(a) -H, 

(b) -Ci-Cs alkyl optionally substituted 
with one substituent selected from the group consisting of: ' 
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(i) -OH, 

(ii) -NH2, 

(iii) phenyl, 

(c) -Ci-Ce alkyl optionally substituted 
5 with 1, 2, or 3 groups that are independently -F, -CI, -Br, or 

-I, 

(d) -C3-C8 cycloalkyl, 

(e) -(C1-C2 alkyl) -(Ca-Ce cycloalkyl) , 

(f) -(Ci-Ce alkyl) -0-(Gi-C3 alkyl), 
10 (g) -C2-C6 alkenyl, 

(h) -C2-C6 alkynyl, 

(i) -Ci-Ce alkyl chain with one double bond 

and one triple bond, 

(j) -Rl-aryl, 
15 (k) -Ri 

-heteroaryl / 
(1) -Ri-heterocyle/ Or 

(m) Rn-2/ Rn-3 and the nitrogen to which they 
are attached form a 5, 6, or 7 membered heterocycloalkyl or 
heteroaryl group, wherein said heterocycloalkyl or heteroaryl 

20 group is optionally fused to a benzene, pyridine, or pyrimidine 
ring, and said groups are unsubstituted or substituted with 1, 
2, 3, i, or 5 groups that at each occurrence are independently 
Ci-Ce alkyl, Ci-Ce alkoxy, halogen, halo Ci-Ce alkyl, halo Ci-Cs 
alkoxy, -CN, -N62, -1^2, NHtCi-Ce. -alkyl) , N(Ci-C6 alkyl) (Ci-Ce 

25 alkyl), . -OH, -C(0)NH2, -C (0)NH (Ci-Ce alkyl), -C(0)N(Ci-C6 
alkyl) (Ci-Ce alkyl), Ci-Ce alkoxy Ci-Cs alkyl, Ci-Ce thioalkoxy, 
and Ci-Ce thioalkoxy Ci-Ce alkyl; 

. (B) -RN-heteroaryi— where- Rw-heteroaryi is Selected froiti the 
group consisting of pyridinyl, pyrimidinyl, quinolinyl, 

30 benzothienyl, indolyl, indolinyl, pryidazinyl, pyrazinyl, 
isoindolyl, isoquinolyl, quihazolinyl, quinoxalinyl, 

phthalazinyl , imidazolyl, isoxazolyl, pyrazolyl, oxazolyl, 
thiazolyl, 'indolizinyl, indazolyl, benzisothiazolyl, 
berizimidazolyl/ benzofuranyl, furanyl, thienyl, pyrrolyl, 
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oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, 

oxazolopyridinyl , imidazopyridinyl , isothiazolyl , 

naphthyridinyl , cinixolinyl , carbazolyl , beta-carbolinyl , 
isochromanyl , chromanyl, tetrciliydroisoquinolinyl/ isoindolinyl , 
5 isobenzotetrahydrof uranyl , isobenzotetrahydrothienyl , 

isobenzothienyl , benzoxazolyl / pyridopyridinyl , 

benzotetrahydrof uranyl , benzotetrahydrothienyl , purinyl , 

benzodioxolyl , triazinyl , henoxazinyl , phenothiazinyl , 
pteridinyl , benzothiazolyl , imidazothiazolyl , 

10 dihydrobenzisoxazinyl, benzisoxazinyl, . benzoxazinyl, 

dihydrqbenzisothiazinyl , benzopyranyl , benzothiopyranyl , 
coxmarihyl, isocoiunarinyl , chromonyl, chroitianonyl , 

' tetrahydroquinolinyl , dihydroqiiinolinyl , ^ dihydroquinolinonyl , 
dihydroisoquinolinonyl/ dihydrocoumarinyl , 

15 ' dihydroisocoiimarinyl , isoindolinonyl , benzodioxanyl , 

benzoxazolinonyl, . pyridinyl-N-oxide, pyrrolyl N-oxide, 
. pyrimidinyl N-oxide, pyridazinyl N-oxide, pyrazinyl N-oxide, 
quinolinyl N-oxide, indolyl N-oxide, indolinyl N-oxide, 
isoquinolyl N-oxide, quinazolinyl N-oxide, quinoxalinyl N- 

20 oxide, phthalazinyl N-oxide, imidazolyl N-oxide, isoxazolyl N- 
oxide, oxazolyl . N-oxide, thiazolyl .N-oxide, indolizinyl N- 
oxide, indazolyl N-oxide, benzothiazolyl N-oxide, 
-benzimidazolyl N-oxide, pyrrolyl N-oxide, oxadiazolyl N-oxide, 
thiadiazolyl N-oxide, triazolyl N-oxide, tetrazolyl N-oxide, 

25 benzothiopyranyl S-oxide, benzothiopyranyl S,S-dioxide, 
imidazopyrazolyl', guinazolinonyl , pyrazopyridyl , 

benzooxadiazolyl, dihydropyrimidinonyl , and 

dihydrobenzfuranohyl, where each of the above is optionally 
fused to a benzene, pyridine, or pyriinidine ring, 

30 where the RN-heteroaryi group is bonded by any atom of 

the parent RN-heteroaryi group substituted by hydrogen such that 
the new bond to the RN-heteroaryi group replaces , the hydrogen atom 
and its bond/ where heteroaryl is optionally substituted with 
one,- two, three, or four of: 
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(1) Ci-Ce alkyl, optionally substituted with 
one, two or three siibstituents independently selected from the 
group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, - 
. C^N, -CF3, C1-C3 alkoxy, and -NRi-aRi-bi 



f— 

5 


(•3 ) 


— Uxi/ 
-NO2 / 


- 




t A \ 


-P , -LX, 


-Br, -I, 






/— lOi TT 

— l,U2Xl, 




•- 


(6) 






10 


(7) 


- ( CH2 ) 0-4- 


•CO-NR|,.2Rh-3/ 




(8) 


-(CH2)o-4- 


•CO- (C1-C12 alk/l) , 


■ • 


(9) 


-(CH2)o-4- 


■CO-(C2-Ci2 alkenyl). 




(10) 


-(CH2)o-< 


i-C0-(C2-Ci2 alkynyl), 




(11) 


-(CH2)o-< 


i-CO- (C3-C8 cycloalkyl ) , 


15 


(12) 


-(CH2)o-.^ 


l-CO-Ri-aryl/ 




(13) 


-(CH2)0H 


I "CO-Ri-heteroaryl / 




(14) 


-(CH2)oH 


I— CO— Ri_heterocycle / 




' (15) 


-(CH2)0H 


i-CO-Rm.4 




(16) 


-(CH2)o.< 


1-C02-RII-5 


20 . 


(17) 


-(CH2)o-< 


1-S02-NRN-2RN-3, 




"• • (18) 


-(CH2)o-< 


i-S0-{aryl Ci-Ce alkyl). 




(19) 


-(CH2)o-< 


1-S02- (C1-C12 al]cyl). 




(20) 


-(CH2)o-< 


i-S02-(C3-C8 cycloalkyl). 




(21) 


-(CH2)o-< 


i-N(H or Rw-s ) -C0-0-Rn-5, 


25 


(22) 


-(CH2)o-< 


i-N(H or Rn-5 )-CO-N{Rh.5)2, 




(23) 


-(CH2)o.< 


,-N-CS-N(Rm-5)2, 




(24) 


-(CH2)o-< 


i-N(-H or Rh-5)-CO-Rm-2, 




(25) 


-(CH2)o-< 


1-NRn-2RiI-3/ 




(26) 


-(CH2)o-< 


l-RlI-4, 


30 


(27) 


-(CH2)o-< 


i-O-CO- (Ci-Ce alkyl), 




(28) 


-(CH2)o-< 


i-0-P(0)-(ORioo)2, 




(29) 


-(CH2)o-< 


,-0-CO-N(Rn-5)2, 




(30) 


-(CH2)o-< 


i-0-CS-N(R„-5)2, 




(31) 


-(CH2)o-< 


i-0-(Ri,-s) , 
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(32) -(CH2)o-4-0-(Rn.5)-COOH, 

(33) -(CH2)o-4-S-(Rn.5) / 

(34) -(CH2)o-4-0-(Ci-C6 alkyl optionally 
sxibstituted with one, two, three, four, or five of -F), 

5 (35) C3-C8 cycloalkyl, 

^ - (36) C2-C6 alkenyl optionally substituted with 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -CsN, -CF3, C1-C3 
alkoxy, or -NRi.aRi-bf 

(37) C2-C6 alkynyl • optionally substituted with 
10 C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3, C1-C3 
alkoxy, or -NRi-aRi-b# 

- (38) -(CH2)o-4-N(-H or Rn-'s) -"SO2-RN.2/ 
(39) -(CH2)i~4- C3-C8 cycloalkyl, 

( C ) RN-aryl~W-RN-aryl t 

15 (D) RN-aryl"W-I^-heteroaxylf 

(E) RN-aryX"W-Ri-heterocycle/ r 

(F) RN-heteroaryl "W-Rji-aryl/ 

(G) Rwr-heteroaryl^W-Ru-heteroaryi/ 

(H) RM-heteroaryl~W-Ri-heterocyclef 
20 (I) RN-heterocycle"W-RN-aryl f 

(J) Rn -heterocycle~W-RN-heteroaryl / 
(K) RN-heterocycle~W— Ri_heterocycle/ 

where W is 

(1) -(CH2)i.4-, 

25 (2) -0-, 

(3) -S(0)o-2-, 

(4) -N(Rh-5)-, 

(5) -CO-; or 

(6) a bond; 

30 (II) -CO-{Ci-Cio alkyl) wherein the alkyl is optionally 

svibstituted with one two or three sijhstituents independently 
selected from the group consisting of: 
(A) -OH, 
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(B) -Ci-Ce alkoxy, 

(C) -Ci-Ce thioalkoxy, 

(D) -C02-I^-8 where Rn-b at each occurrence is 
independently -H, Ci-Ce alkyl or -phenyl which is optionally 

5 substituted with 1 or 2 cfroups that are independently halogen, 

C1-C4 alkoxy, C1-C4 alkyl or -C{0)NH2, 

(E) -CO-NI^.2Rn-3 / 

(F) -CO-Rn-4, 

(G) -S02-(Ci-C8 alkyl), 
10 • (H) -S02-NR„.2Rn-3, 

(I) -NH-C0-(Ci-C6 alkyl) , 

(J) -NH-CO-O-Rn-8, 

(K) -NRS-2R11.3/ 

(L) -Rii-4, 

15 (M) -0-C0-(Ci-C6- allcyl) , . . 

(N) -O-CO-NRn-bRn-b / 

(0) -0-(Ci-C5 alkyl) -COOH, 

(P) -0-(Ci-C6 alkyl optionally substituted with one, 
two, or three groups that are independently -F, -CI, -Br, or - 
20 I) / 

(Q) -NH-S02-(Ci-C6 alkyl), 

'(R) halogen, 

(S) -N(H or Rh-5)-S02-Rn-2/ 

(T) -N(H or Rn.5)-CO-(Rn-2) , and 

25 (U) -SO2-RN-2, 

(V) RK-aryi; 

(III) -C0-(Ci-C6 alkyl) -0-(Ci-C6 alkyl) wherein each alkyl 
is vmsubstituted or independently siibstituted with one, two, or 
three siibstituents selected from the group consisting o£ : 
30 (A) -OH, 

(B) -Ci-Ce aiicoxy, 

(C) -Ci-Ce thioalkoxy, 

(D) -CO-O-Rm-8, 

(E) -CO-NRn-2Rn-3 / 
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(F) -CO-Rn-4/ 

(G) -S02-(Ci-C8 alkyl) , 

(H) -S02-NRn-2R»-3/ 

(I) -NH-CO- (Ci-Ce alkyl), 
5 (J) -NH-CO-O-Rh-b, 

(K) -NRn-2Rn-3» 

(L) -Rn-4/ 

(M) -0-C0-(Ci-C6 alkyl), 

(N) -O-CO-NRn-bI^-S/ 

10 (O) -0-(Ci-C5 alkyl )-C02H, 

(P) -0- (Ci-Ce alkyl optionally substituted with 

one, two, or three groups that are independently -F, -CI, -Br, 
or -I) , 

(Q) -NH-S02-(Ci-C6 alkyl), 

15 (R) halogen, 

. (S) -N.(H or R„_5)-S02-Rn-2, 

(T) -N(H or Rn-5)-CO-(Rm.2) , 

(U) -S02-Rn-2» and 

(V) RN-aryi; 

20 (IV) -C0-{Ci-C6 alkyl) -S-(Ci-C6 alkyl)' wherein each alkyl 

is unsubstituted or substituted with one, two, or three of 
. siibstituents independently selected ..from ..the group consisting 
of : 

(A) -OH, . 
25 (B) -Ci-Ce alkoxy, 

(C) -Ci-Ce thioalkoxy, 

(D) -CO-O-Rn-8, 

(E) -CO-NRn-2Rm-3 / 

(F) -CO-Rh-4, 

30 (G) -S02-(Ci-C8 alkyl), 

(H) -SO2-NRN.2RN-3, 

(I) -NH-C0-(Ci-C6 alkyl) , . 

(J) -NH-C0-0-Rj,_8, 
(K) -NRn-2Rn-3, 
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(L) -Rh_4, 

(M) -0-C0-(Cx-C6 alkyl), 

(N) -0-CO-NI^-8Rm-8» 

(0) -0-(Ci-C5 alkyl) -COOH, 

5 (P) -0-(Ci-C6 alkyl optionally s\ibstituted with one, 

two, or three groups that are independently -F, -CI, -Br, or - 
I), 

. (Q) -NH-S02-(Ci-C6 alkyl), 

(R) halogen, 

10 (S) -N(H or Rh-5)-S02-Rh-2, 

(T) -N(H or Rm-5)-CO-(Rh.2) , 

(U) -S02-Rt}-2/ and 

(V) I^-aryi; 

(V) -CO-CH(-(CH2)o-2-0-%-io)-(CH2)o-2-(RN-aryl Or I^-heteroaryl) ) 

15 wherein 

Ru-io is selected from the group consisting of : 
(1) -H, 
- (2) Ci-Ce alkyl, 
( 3 ) C3-C8 cycloallQrl , 
20 (4) C2-C6 alkenyl, 

(5) C2-C6 alkynyl, 

{ 6 ) Ri-aryl f 

(7) iRN -heteroaryl / 

(8) R„ -heterocycle / 

25 (VI) -CO-(C3-C8 cycloalkyl) where the cycloalkyl group is 

optionally substituted with one or two substituents 
independently selected from the group consisting of: 

(A) -(CH2)o-4-OH, 

(B) -(CH2)o-4-Ci-C6 alkoxy, 

30 (C) -(CH2).o^4-Ca-C6 thioalkoxy, 

(D) - (CH2 ) 0-4-CO-O-RN.8/ 

( E ) - ( CH2 ) 0 -4 -CO-NRm-2Rm-3 , 

(F) -(CH2)o-4-CO-Rm-4, 
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(G) - (CH2)o-4-S02-(Ci-C8 alkyl) , 

(H) -{CH2)o-4-S02-NRn-2Rn«3/ 

d) -{CH2)o-4-NH-CO-{Ci-C6. alkyl), 

(J) -NH-CO-O-Rn-8, 
5 (K) -(CH2)o-4-NI^-2Rn-3/ 

(L) -{CH2) 0-4-1^-4, 

(M) -0-C0-(Ci-C6 alkyl), 

(N) "O-CO-NRn-bHn-S/ 

(0) -0-{Ci-C6 alkyl)-C02H, 
10 - (P) "0-(Ci-C6 alkyl optionally s\ibstituted with one, 

two, or three groups that are independently selected from -F, - 
CI, -Br, and -I) , 

(Q) -NH-S02-(Ci-C6 alkyl), 

. (U). halogen, 
15 ; (S) "N(H or Rn-5)-S02-Rn-2/ 

(T) -N{H or Rn.5)-CO-(Rn-2) ; 
(U) ^S02-Rn-2/ and 

^ " ^' :(V) Rn-otyx; 

. where Rc is: 

20 (I) -Ci-Cio' alkyl optionally siibstituted with one, two or 

three siibstituents selected from the group consisting of C1-C3 
alkyl, -F,. -CI, -Br, -I, -OH, 

-SH, -CsN, -CF3, Ci-Ce alkoxy, -0-phenyl, -NRi-aRi-bi -0C=0 NRi- 
aRi-b/ -S (=0)0-2 Ri-a/ - NRi-aC=0 NRi-aRi-b# -C=0 NRi-aRi-b/ and - 
25 S(=0)2 NRi^aRi-b. 

(II) - (CH2)o-3- (Cs-Cs) cycloalkyl where cycloalkyl can be 
optionally substituted with one, two or three substituerits 
independently selected from- the group consisting of ' C1-C3 
alkyl, .-rP,- -CI, -Br, -I, -OH, -SH, -C^, -CF3, Ci-Ce alkoxy, -0- 

30 phenyl, -CO2H, -CO2- (C1-C4 alkyl) , and -NRi-aRi-b# 

(III) - (CRc-xRc-y)o-4-Rc-aryi at each occurrence is 
independently phenyl; naphthyl; tetralinyl; indanyl; indenyl; 
dihydronaphthyl; or 6,7,8, 9-tetrahydro-5H- 
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benzo[a]cycloheptenyl; each of which is optionally sxibstituted 
with 1, 2, or 3 groups that at each occurrence are 
independently: 

(1) Ci-Ce alkyl, optionally substituted with one, two 
5 or three substituents selected from the group consisting of Ci- 

C3 alkyl, -F, -CI, -Br, -I, 

-OH, -SH, -ChN, -CF3, C1-C3 alkoxy, and -NRi-aRi-b/ 

(2) -OH, 

(3) -NO2, 

10 (4) -F, -CI, -Br, -.1, 

(5) -CO2H, 

(6) -C^,'ahd' 

• ( 7 ) - ( CH2 ) 0-.4-CO-NRN-2RN.3 ; 
where Rc-x and Rc-y .are independently 
15 ■ ' ......H, 

C1-C4 alkyl optionally substituted with one or two - 

OH, ' • 

^ '^Ci-G^ '^aiytoxy' optionally substituted with .1, 2, or 3 - 

F, 

20 -{CH2)o-4-C3-C8 cycloalkyl, 

C2-^C6 alkenyl, 
C2~C6 alkynyl, and 
phenyl, 

or Rc-x and Rc-y are taken together with the carbon to which 
25 they are attached to form a carbocycle of three, four, five, 
six and seven carbon atoms, optionally where one carbon atom is 
replaced by a heteroatom selected from the group consisting of 
-0-, -rS-, -SO2", -NRn.2- and Rc-azyi is defined as is defined 
above; 

30 (IV) - (CRc-xRc-y) 0-4"Rc-heteroaryl Where Rc-heteroaryl at each 

occurrence is independently selected from the group consisting 
of pyridiriyl, pyrimidinyl, quinolinyl, benzothienyl, indolyl, 
indolinyl , pryidazinyl , pyrazinyl , isoindolyl , isoquinolyl , 
quinazolinyl , quinoxalinyl, phthalazinyl, imidazolyl, 
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isoxazolyl, pyrazolyl, oxazolyl, thiazolyl, indolizinyl, 
indazolyl , benzoisothiazolyl , benzimidazolyl , benzof uranyl , 
furanyl, thienyl, pyrrolyl, oxadiazolyl, thiadiazolyl, 
triazolyl, tetrazolyl, oxazolopyridinyl, isothiazolyl, 
5 naphthyridinyl , cinnolinyl , carbazolyl , beta-carbolinyl , 
isochromanyl / chroinanyl , tetrahydroisoguinolinyl , isoindolinyl , 
isobenzotetrahydrof iiranyl , ispbenzotetrahydrothienyl , 

isobenzothienyl, benzoxazolyl , pyridopyridinyl , 

benzotetrahydrof uranyl , benzotetrahydrothienyl , purinyl , 

10 benzodioxolyl , triazinyl, henoxazinyl, phenothiazinyl., 
pteridinyl , benzothiazolyl , , imidazopyridinyl , imidazothiazolyl / 
dihydrobenzisoxazinyl , benzisoxazinyl , benzoxazinyl ) 

dihydrobenzi-sothiazinyl, benzopyranyl, . benzothiopyranyl, 
coiimarinyl , isocoumarinyl, chromonyl, chromanonyl , 

15 tetrahydroquinolinyl , dihydroquinolinyl, dihydroquinolinonyl , 
dihydroisoquinolinonyl , dihydro.coumarinyl , 

dihydroisocoumarinyl, isoindolinonyl, benzodioxanyl , 

benzoxazolinonyl , imidazopyrazolyl , quinazolinonyl , 

pyrazopyridyl , benzooxadiazolyl, dihydropyrimidinonyl , 

20 dihydrbbenzofuranonyl, pyridinyl-N-oxide, pyrrolyl N-oxide, 
pyrimidinyl N-oxide, pyridazinyl N-oxide, pyrazinyl N--oxide, 
quinolinyl N-oxide, indolyl N-oxide, indolinyl N-oxide/ 
isoquinolyl N-oxide, quinazolinyl N-oxide, quinoxalinyl N- 
oxide, phthalazinyl N-oxide., imidazolyl N-oxide, isoxazolyl N- 

25 oxide, oxazolyl N-oxide, thiazolyl N-oxide, indolizinyl N- 
oxide, indazolyl N-oxide, benzothiazolyl N-oxide, 

benziiaidazolyl N-oxide, pyrrolyl N-oxide, oxadiazolyl N-oxide, 
thiadiazolyl N-oxide , triazolyl N-oxide , tetrazolyl N- oxide , 
benzothiopyranyl S-oxide, and benzothiopyranyl S/S-dioxide, 

30 where the Rc-heteroaryi group is bonded by any atom of the 

parent Rc-heteroaryi group sxibstituted by hydrogen such that the 
new bond to the Rc-heteroaryi group replaces the hydrogen atom and 
its bond, where heteroaryl' is optionally substituted 1, 2, 3, 
or 4 groups that are independently: 



-29- 



wo 03/040096 ^ ^ PCT/US02/36072 

(I) Ci-Ce alkyl, optionally substituted with 1, 2, or 
3 groups independently selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3, C1-C3 
alkoxy, and -NRi-aRi-b/ 

5 (2) -OH, 

(3) -NO2, 

(4) -F, -CI, -Br, -I, 

(5) -CO-OH, 

(6) -C^, 

10 . (7) -(CH2)o-4-CO-NR|,-2Rm-3/ 

(8)- -(CH2)o-4-CO-(Ci-Ci2 alkyl) , 

(9) -(CH2)o-4-CO-{C2-Ci2 alkenyl) , 

(10) " -(CH2)o-4-CO-(C2-Ci2 alkynyl) , 

(II) -(CH2)o-4-CO-(C3-C7 cycloalkyl), . 

15 (12) -(CH2)o-4-CO-Ri-aryi, 

(13) - (CH2)o-4-CO-Ri_heteroaryl» 

(14) - (CH2) o-4-CO-Ri-heterocycle# 

(15) -(CH2)o-4-CO-Rn-4, 

(16) -(CH2)o-4-CO-0-Ri,.5, 

20 " (17) -(CH2)o-4-S02-NRn-2Rn-3, 

(18) -(CH2)o-4-SO-(Ci-Cb alkyl) , 

(19) -(CH2)o-4-S02-(Ci-Ci2 alkyl), 

(20) - (CH2)o-4-S02- (C3-C7 cycloalkyl), 

(21) -(CH2)o-4-N(H or Rn-s )-C0-0-Rtj-5, 
25 (22) -(CH2)o-4-N(H or Rn-s ) -C0-N(Rn.5)2/ 

(23) -(CH2)o-4-N-CS-N(R».5)2, 

(24) -(CH2)o-4-N(-H or Rh.5)-C0.-R»-2, ~ 

(25) -(CH2)o-4-NRn-2Rn-3, 

(26) -(CH2)o-4-Rn.4, 

30 (27) -(CH2)o-4-0-CO-(Ci-C6 alkyl) , 

(28) -(CH2)o-4-0-P(0)-(ORioo)2/ 

(29) -(CH2)o-4-0-CO-N(Rm.5)2/ 

(30) -(CH2)o-4-0-CS-N(Rn-5)2/ 

(31) - (CH2) 0-4-0- (R«-5) , 
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(32) -(CH2)o-4-0-(Rn-5)-COOH, 

(33) -(CH2)o.4-S-(Rh.5) / 

(34) - (012)0-4-0- (Ci-Ce alkyl optionally substituted 
with one, two., three, four, or five of -F) , 

5 (35) C3-C8 cycloalkyl, 

(36) C2-C6 alkenyl optionally substituted with C1-C3 
alkyl, -CI, -Br, -I, -OH, -SH, -C^N, -CF3, C1-C3 alkoxy, or 

-NRi-aRl-b. 

(37) C2-C6 alkynyl optionally substituted with C1-C3 
10 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3., C1-C3 alkoxy, or 

-NRi-aRl-b/ 

(38) -.(CH2)o-4-N(-H or Rn-s) -SO2-RW-2/ and 

(39) - (CH2) 1.4- {C3-C8 cycloalkyl) , 

(V) - (CRc-xRc-y) 0-4~Rc-aryl-Rc-aryl/ 
15 (VI ) - (CRc-xRc-y) 0-4"-Rc-aryl^Rc-heteroaryl/ 

(VII) - (CRc-xRc-y) 0-.4-Rc-heteroaryl-Rc-aryl^• 
(VIlI) -(CRc-xRc.y)o.4-Rc -heteroaryl -Rc -heteroaryl >■ 
(IX) - (CRc-xRc-y) b-4-Rc-aryi-Rc-heteroc;i^ie/ * wherein 

Rc-heterocyde is Selected from the group consisting of - 
20 morpholinyl, thiomorpholinyl, thiomorpholinyl S-oxide, 
thiomorpholinyl S , S-dioxide , piperazinyl , homopiperazinyl , 
pyrrolidinyl,. pyrrolinyl, tetrahydropyranyl, piperidinyl, 
tetrahydrof uranyl , * tetrahydrothienyl , homopiperidinyl , 

homomorpholinyl , homothiomorpholinyl, homothiomorpholinyl S, S- 
25 didxide , ' bxazolidinonyl , . dihydropyrazolyl , dihydropyrrolyl , 
dihydropyraz inyl , dihydropyr idinyl , dihydr opyr imidinyl , 

dihydrofuryl, dihydr ppyranyl , tetrahydrothienyl S-oxide, 
tetrahydrothienyl S , S-dioxide , homothiomorpholinyl S-oxide , 
di thianyl ; pyr any 1 , dihydro f uranyl , pyrrol idinonyl , 

30 imidazolidinonyl, imidazolidinondionyl, wherein each, of the 
above is optionally fused to a benzene, pyridine, or pyrimidine 
ring, and 

where the Ri-heterocycie group is bonded by any atom of the 
parent Ri-heterocycie group substituted by hydrogen such that the 
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new bond to the Ri-heterocycie group replaces the hydrogen atom 
and its bond, where heterocycle is optionally siabstituted with 
one, two, three or four: . 

(1) Ci-Ce alkyl optionally sxibstituted with one, two 
5 or three substituents independently selected from the group 

consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -NRi-aRi- 
b,. -CsN, -CF3, and C1-C3 alkoxy, 

(2) C2-C6 alkenyl optionally substituted with one, 
two or three substituents selected from the. group consisting of 

10 -F, -CI, -OH, -SH, -CsN, . -CPs, C1-C3 alkoxy, -NRi-aRi-b/ 

(3) C2-C6 alkynyl optionally substituted with one, 
two or three sxibstituents independently selected from the group 
consisting of -F, -Cl, -OH, -SH, -CsN, -CF3, C1-C3 alkoxy, and - 

15 (4) -F, -Cl, -Br and -I, 

(5) Ci^Ce alkoxy, 

(6) -Cf-Ce haloalkoxy, 

(7) -NRn-2Rw-3. 

(8) -OH, 

20 (9) -C=N, - - 

(10) C3-C7 -cycloalkyl, optionally substituted with 
one, two or three substituents independently selected from the 
group consisting of -F, -Cl, -OH, -SH 

-CsN, -CF3, C1-C3 alkoxy, and -NRi^aRi-br 
25 (11) -CO- (C1-C4 alkyl) , 

(12) -S02-NRi.aRi-b, 

(13) -CO-NRi-aRi-b, 

- (14) -S02-"(Ci-C4 alkyl) , 

(15) =0, with the proviso ^ that when ni is zero Ri- 
30 heterocycle is not bonded to the carbon chain by nitrogen; • 

(X) -(CRc-xRc-y)o-4-Rc -heteroaryl -heterocycle # 

(XI) -(CRc.xRc-y)0-4-Rc -heterocycle -aryl/ 

( XXI ) - ( CRc-xRc-y ) 0-4""Rc-heterocycle""Rc-heteroaryl r 
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(XIII) -(CRc-xRc-y)o-4-Rc -heterocycle""Rc-heterocycle / 

(XIV) - (CRc-xRc-y) 0-4""Rc-heterocycle/ 

(XV) -[C(Rc-i) {Rc-2) 3i-3'"CO-N-(Rc.3)2 where Rc-i and Rc-2 are 
the same or different and - are selected from the group 

5 consisting of: 

(A) -H, 

(B) . -Ci-Ce alkyl, optionally substituted with one, 
two or three, substituents selected from the group consisting of 
C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, 

10 -SH, -CSN, -CF3, Ci-Ce alkoxy, -0-phenyl, and -NRi-aRi, 

(C) C2-C6 alkenyl optionally substituted with one, 
two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3, Ci-Ce 
alkoxy, -0-phenyl, and -NRi-aRi-b/ 

15 (D) C2-C6 alkynyl optionally substituted with one, 

two or three substituents selected from the group consisting of 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^N, -CF3, Ci-Ce 
alkoxy, -O-phenyl, and -NRi-aRi-b/ 

(E) -(CH2)i^2-S(0)o-2-(Ci-C6 alkyl), 

20 (F) ' - (CH2) 0-4-C3-C8 cycloalkyl, optionally substituted 

with one, two or three substituents selected from the group 
consisting of. C1-C3 alkyl, -F,. -CI, -Br, -I, -OH, -SH, -Csn, - 
CF3, Gi-Cg alkoxy, -O-phenyl, and -NRi-aRi-b 

(G) -(C1-C4 alkyl) -Rc-aryl# 

25 (H) -(C1-C4 alkyl) -Rc -heteroaxyl t 

(I) -(C1-C4 alkyl )-Rc -heterocycle / 

- (J) -Rc -heteroaryl / 

(K) -Rc -heterocycle/ 

.._(M) - (CH2) 1-4 -Rc-4- (CH2) 0-4 -Rc-aryl where Rc-4 is -0-, -S- 

30 or 

-NRc-s- where Rc-s is Ci-Ce alkyl, 

(N) - (CH2) l.4"Rc.4- {CH2) 0-4-Rc-heteroaryl/ 
(O) -Rc-aryl/ 
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and where Rc-3 at each occurrence is the same or different and 
is: 

(A) -H, 

(B) -Ci-Cs alJcyl optionally sxibstituted with one, two 
5 or three substituents independently selected from the group 

consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^N, - 
CF3, Ci-Ce alkoxy, -0-phenyl, and -NRi-aRi-b/ 

(C) C2-C6 alkenyl with one or two double bonds, 
optionally substituted with one, two or three substituents 

10 independently selected from the group consisting of C1-C3 
alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3, Ci-Ce alkoxy, -0- 
phenyl, and -NRj-aRi-bf 

(D) .. C2-C6 alkynyl optionally substituted with one, two 
or three substituents independently selected from the group 

15" consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, -SH, -C^, - 
CF3/ Ci-Ce alkoxy, -O-phenyl, and -NRi-aRi-b/ 

(E) - (CH2)o-4-C3-e8 cycloalkyl, optionally substituted 
with one> two or three s\abstituents independently selected from 
the group consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, - 

CsN, -CF3, C1-C6 alkoxy, -0-phenyl, -NRi-.aRi-b/ 

- "Rc-aryl/ 

(G) -Rc -heteroaxyl / 

(H) -Rc -heterocycle / 

(I) -{C1-C4 alkyD-Rc-aryi, 

J) -(C1-C4 alkyl) -Rc-Keteroaryl/ 
(K) -(C1-C4 alkyl) -Rc-heterocycle, 

(XVI) -CH(Rc-aryl)2, 

(XVII) -CH(Rc-heteroaryl)2, 

(XVIII) -CH (Rc-aryl) (Rc-heteroaryl) » 

(XIX) -cyclopentyl, -cyclohexyl, or -cycloheptyl ring 
fused to Rc-aryi or Rc-heteroatyi or Rc-beterocycie / where One carbon of 
cyclopentyl, cyclohexyl, or -cycloheptyl is optionally replaced 
with NH, NI^-5,. 0, S(=0)o-2 / and where cyclopentyl, cyclohexyl. 



20 SH, - 



25 
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or -cycloheptyl can be optionally siabstituted with one or two - 
C1-C3 allcyl, -F, -OH, -SH, -C^, -CP3, Ci-Ce alkoxy, =0, and - 
NRi_aRi-b/ 

(XX) C2-C10 alkenyl optionally substituted with one, two or 
three substituents selected from the group consisting of C1-C3 
alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3, d-Ce alkoxy, -O- 
phenyl, and -NRi_aRi-b/ 

(XXI) C2-C10 alkynyl optionally siibstituted with one, two 
or three substituents selected from the group consisting of Ci- 

-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -CSN, -CF3, Ci-Ce alkoxy, 
-0-phenyl, and -NRi_aRi-b/ 

, (XXI) -(CH2)o-i-CHRc-6-(CH2)o^i-Rc-aryx Where Rc-e is -(CH2)o-6- 

OH, 

(XXII ) - ( CH2 ) o-i-CHRc-6- ( CH2 ) 0-1-Rc-heteroaryl , 

(XXIII ) -CH ( -Rc-aryl Or Rc-heteroaryl ) -CO2 (C1-C4 alkyl ) , 

(XXIV) -CH(-CH2-0H)-CH(-0H)- NO2, - - 

(XXV) (Ci-Cc alkyl) -0-(Ci-C6 alkyl) -OH, 

(XXVII) -CH2-NH-CH2-CH(-0-CH2-CH3)2. 

(XXVIII) -H, 

(XXIX) -(CH2)o-6-C(=NRi_a) (NRi-aRl-b) ; 

R25 at each occurrence is independently selected from the 
group consisting of hydrogen, Ci-Ce alkyl, Ci-Ce alkoxy, Ci-Cg 
alkoxy Ci-Ce alkyl, hydros Ci-Cs alkyl, halo Ci-Ce alkyl, Ci-Ce 
alkanoyl, each of which is unsubstituted or siibstituted with 1, 
2, 3, or 4 groups independently selected from halogen, alkyl, 
hydrojQT, alkoxy, and NH2, and -R26-R27/ wherein 

R26 is selected from the group consisting of -C(0)-, 
-0-, -S-, -SO-, -SO2-, -CO2-, -C(0)NH-, and -C(0)N(Ci-C6 
alkyl)-; 

R27 is selected from the group consisting of alkyl 
alkoxy, phenyl, pyridyl, and cyclopropyl, 
and pharmaceutically acceptable salts thereof. 
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Disclosed is a method of treating a patient who has, or in 
preventing a patient from getting, a disease or condition 
selected from the group consisting of . Alzheimer ' s disease, for 
5 helping prevent or delay the onset of Alzheimer's disease, for 
treating patients with mild cognitive impairment (MCI) and 
preventing or delaying the onset of Alzheimer's disease in 
those who would progress from MCI to AD, for treating Down's 
syndrome, for treating humans who have Hereditary Cerebral 

10 Hemorrhage with Amyloidosis of the Dutch-Type, for treating 
cerebral amyloid angiopathy and preventing its potential 
consequences, i.e. single and recurrent lobar hemorrhages, for 
treating • other degenerative dementias , including - dementias of 
mixed vascular and degenerative origin, dementia associated 

15 with Parkinson's disease, dementia associated with progressive 
supranuclear palsy, dementia associated with cortical basal 
degeneration, or diffuse Lewy body type of Alzheimer's disease 
and who is in need of such treatment which comprises 
..administration of a therapeutically effective amount of a 

20 compound of the invention or a pharmaceutically acceptable salt 
thereof. 

Also disclosed are methods for inhibiting beta-secretase 
activity, for inhibiting cleavage of amyloid precursor protein 
(APP) , in a reaction mixture, at a site between Met596 and 

25 Asp597, numbered* for the APP-695 amino acid isotype; or at a 
corresponding site of an isotype or mutant thereof, for 
inhibiting production of amyloid beta 'peptide (A beta) in a 
cell, for inhibiting the production of beta-amyloid plaque in 
an animal, and for treating or preventing a disease 

30 characterized by beta-amyloid deposits in the brain which 
comprise administration of a therapeutically effective amount 
of a compoxand of the invention or a pharmaceutically acceptable 
salt thereof. 
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The invention also discloses pharmaceutial conpositions 
comprising compoxmds of the invention. 

The invention provides compounds, compositions, kits, and 
methods for inhibiting beta-secretase-mediated cleavage of 
5 amyloid precursor protein (APP) . More particularly, the 
compounds, compositions, and methods of the invention are 
effective to inhibit the production of A beta peptide and to 
treat or prevent any himian or veterinary disease or condition 
associated with a pathological form of A beta peptide. 

10 The compounds, compositions, and methods of the invention 

are useful for treating - humans who have Alzheimer's Disease 
(AD) , for helping prevent or delay the onset of" AD, for 
treating patients with mild cognitive iitqpairment (MCI) / and 
preventing or delaying the onset " of 'ad in those patients who 

15 would otherwise be expected to progress from MCI to AD, for 
treating Down's syndrome, for treating Hereditary Cerebral 
Hemorrhage with Amyloidosis of the Dutch Type, for treating 
cerebral beta-aityloid' angiopathy and preventing its potential 
consequences such as single and recurrent lobar hemorrhages, 

20 for treating other degenerative ■ dementias, including dementias 
of mixed vascular, and degenerative origin;- for treating 
dementia associated with Parkinson's disease, dementia 
associated with progressive supranuclear palsy, dementia 
associated with cortical basal degeneration, and diffuse Lewy 

25' body type AD. 

The compounds of the invention possess beta-secretase 
inhibitory activity. The inhibitory activities of the 
conpoxinds of the invention are readily demonstrated, for 
.exaitple, using one or more of the assays described herein or 

30 known in the art. 
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DETAILED DESCRIPTION OF TEE INVENTION 

In a specific aspect within Formula X, the invention 
provides compounds of formula Zl: 

H QH Fl42 

5 or a phazmaceutically acceptable salt thereof, wherein 

R30. is selected from the group consisting of phenyl, 
pyrazolopyrimidinyl, oxa-aza-benzoazulenyl , isoxazolyl, 
triazolopyridinyl, pyrrol idinonyl, tetrahydrothia-aza- 
fluorenyl, pyridyl, piperidinyl, 

10 dihydrocyclopentaquinolinyl, furyl, naphthothienyl , 

phthalazinonyl, thiadiazolyl , thienopyrimidinonyl , oxa- 
diaza-cyclopentanaphthalenyl, dihydrobenzodidxepinyl, 
chromanonyl, chromenonyli oxazolidinyl , benzophenone , 
pyrazinyl mono N-oxide, . benzofuranyl, pyrazolyl, 
.15 -isoxazolyl -phenyl, phenyl -triazolyl, benzimidazolyl , 

indolyl, phenyl-pyrrolyl, chromanyl, isoquinolinyl, 
-thienyl-thienyl, benzothienyl , -phenyl- thiadiazolyl, 
chromanonyl, quinolinyl, -pyrrolyl-C (O) -phenyl, -phenyl -0- 
phenyl, -phenyl-oxazolyl , -pyrrol idinonyl -phenyl, -phenyl- 
20 Pyrimidinyl, -phenyl-oxadiazolyl, bicyclo[2.2.1]heptenyl, 

cyclopentyl, thieno[2,3-b] thiophene, cyclohexyl, -phenyl- 
imidazolyl, benzoxazole; dihydro-lH- indolyl; 2,3-dihydro- 
. .benzo[b.] thiophene. 1, 1-dioxide; benzo [b] thiophene 1,1- 
dioxide; 2, 3-dihydro-benzo [d] isothiazole 1 , 1-dioxide; - 
25 phenyl- thiazolyl; -phenyl -pyrazolyl, -phenyl -C (O) - 

piperidyl, -phenyl -C ( O) -pyrrolidinyl, -phenyl-isoxazolyl, 
isoindolyl, purinyl, oxaxolyl, thiazolyl, pyridazinonyl, 
thiazolyl, pyranyl, dihydropyranopyridinyl , diazepanyl, 
cyclopropyl, ' dihydronaphthoisoxazolyl , benzoindazole, 
3 0 dihydrocyclopentachromenonyl , imidazopyrazolyl , 

tetrahydrocyclopentachromenonyl , dihydroquinol inonyl , 

pyridyl N-oxide, isochromanyl, guinazol inonyl, 
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pyrazolopyridinyl , dihydrobenzothiophene dioxide , 

dihydrof iirobenzoisoxazolyl , dihydropyrimidine dionyl , 
thienopyrazolyl , oxazolyl / tetrahydrocyclopentapyrazolyl , 
dihydr onaphthalenony 1 , dihydr obenzo f ur anony 1 , 

5 dihydrocyclopentathienyl , tetrahydrocyclopentapyrazolyl , 

tetrahydropyrazoloazepinyl , indazolyl , 

tetrahydrocycloheptaisoxazolyl , tetrahydroindolonyl , 

pyrrolidinyl, thienopyridinyl, 
dioxodihydrobenzoisothiazolonyl , triazolopyrimidinyl , 

10 thienyl/ dihydrothienopyrimidinonyl , . and benzooxadiazolyl, 

wherein each of the above is iinsubstituted or substituted 
with 1, 2, 3, 4, or 5 groups that are independently 
selected from the group consisting of 

Ci-Cio alkyl optionally substituted with 1 phenyl or 1 CN; 

15 OH, hydroxy Ci-Cio alkyl optionally substituted with 

" . phenyl or^ "(Ci-C4 alkyl) phenyl, Ci-Ce alkoxy optionally 

substituted with 1 or 2 groups that are independently 
hydroxy or phenyl; haloalkyl, haloalkoxy, (CH2)o- 
4C(0)NR3iR32# -^131-302- (Ci-Ce alkyl) wherein the alkyl 

20 group is optionally substituted with 1, 2, or 3 

groups that are independently halogen or R33, -SO2- 
NH(Ci-C6 alkyl) wherein the alkyl group is optionally 
substituted with 1 or 2 groups that are independently 
halogen, OH, alkoxy, or R33; --(Ci-Ce alkyl ) -SO2- (Ci-Ce 

25 alkyl) wherein the alkyl group is optionally 

substituted with 1 or 2 groups that are independently, 
halogen, OH, C1-C4 alkoxy, or R33; -S02-(Ci"-C6 alkyl) 
wherein the alkyl group is optionally substituted 
with 1 or 2 groups that are independently OH or C1-C4 

30 alkoxy, -302 -N{Ci-C6 alkyl) (Ci-Ce alkyl) wherein each 

alkyl group is optionally substituted with 1 or 2 
groups that are independently halogen, OH or R33; 
-S02-NH(Ci-C6 * alkyl ) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 groups that are 



-39- 



wo 03/040096 ^ ^ PCTAJS02/36072 

independently Ci-C4 alkoxy or halogen, -0- (Ci-Ce 
alkyl) -phenyl, - (Ci-Cg alkyl ) -o-phenyl , -(Ci-Ce 
alkyl ) -o- (Ci-Ce alkyl ) -phenyl , triazolidine-3 , 5- 
dione, halogen, -NHC(0)NH2, -NHC(0)lJH(Ci-C6 alkyl), 
5 -NHC{0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -N(Ca-C6 

alkyl)C{0)NH2, -N{Ci-C6 alkyl ) C (0) NH (Ci-Cs alkyl), 
-N(Ci-.C6 alkyl)C(0)N(Ci-C6 alkyl) (Ci-Cg alkyl), - (Ci-Cg 
. alkyl) thienyl, -(Ci-Cg alkyl) furanyl, -s-(Ci-C6 
alkyl) phenyl, -SO2NR31R32, -C (0) -NR31R32, -NR31R32, 
^° dithiane, -NHC(S)NH2, -NHC (S)NH(Ci-C6 alkyl), 

- • -NHC(S)N(Ci-C6 alkyl) (Ci-Ce alkyl), -COaCd-Cg alkyl), 

tetrahydropyran, phenyl optionally sxibstituted with 1 
or 2 groups that are independently P, ci or Br; 
pyridine, -C2-C4 alkynyl -phenyl, -O-C3-C8 cycloalkyl, 
■-0-(Ci-C6 alkyl) -R33; pyrrole optionally substituted 
with one or two methyl groups; 2,3-dihydro- 
benzofuran; benzo[l,2, 5]oxadiazole, -C (0) - (Ci-Cio 
■ alkyl) wherein the alkyl group is optionally 
substituted with NH2, N(Ci-C6 alkyl), or N(Ci-C6 
20 alkyl) (Ci-Ce alkyl); -C (O)NH-phenyl, -C(0)N(Ci-C6 

alkyl ) -phenyl , 4 , 4-dimethyl-4 , 5-dihydro-oxazole , 
(Ci-Ce alkyl) -S-pyridine, - (Ci-Ce alkyl) -SOa-pyridine, 
-{Ci-Ce thioalkoxy) -pyridine, thiazole optionally 
substituted with 1 or 2" methyl groups, pyrazole, S- 
2^ (Ci-Ce alkyl), indole, (Ci-Cg thioalkoxy) - (Ci-Cs 

alkyl), C2-C8 alkynyl, -C02-(Ci-C6 alkyl), Ci-Cio 
alkanoyl; - (CH2) 0-4-SO2- {Ci-Cio alkyl) wherein the 
alkyl group is optionally substituted with OH; 
wherein R31 and R32 at each occurrence are independently 
selected from the group consisting of hydrogen, Ci-Ca 
alkyl, C2-C8 alkenyl, hydroxy Ci-Cg alkyl, Ci-Ce 
haloalkyl, Ci-Cg alkoxy Ci-Cg alkyl, - (CH2)o-4-S02- {Ci- 
Ce alkyl) wherein the alkyl is optionally substituted 
with 1, 2, 3 or 4 independently selected halogen 
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atoms; - (CH2)o-4-S02-iniida2olyl, - (Ci-Ce alkyl) - 
C(0)1IH2, -{Ci-Ce alkyl) -C{0)NH(Ci-C6 alkyl), -(Ci-Ce 
alkyl) -C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Ce alkyl)- 
NH2, - (Ci-Ce alkyl ) -NH (Ci-Cs alkyl ) , - (Ci-Ce alkyl ) - 
5 - N(Ci-C6 alkyl) (Ci-Ce alkyl), - (Ci-Ce alkyl ) phenyl / 

-(Ci-Ce alkyl )pyridyl, -C (O) furanyl, (Ci-Cg alkyl )- 
tetrahydrofuran, cyclopropyl, cyclobutyl, 

cyclopentyl, cyclohexyl, -CO2- (Ci-Ce alkyl) , - (Ci-Ce 
alkyl) -furanyl, - (CH2) o-4-S02-thienyl , wherein 
10 the phenyl and pyridyl groups are unsubstituted or 

STibstituted with 1, 2, 3, 4, or 5- groups that 
are independently C1-C4 alkyl, hydros^, .C1-C4 
alkoxy, halogen, or 
R31/ R32 and'the nitrogen to which they are attached form a 
15 5, 6, or 7 membered heterocycloalkyl or a 6 membered 

. . heteroaryl ring, each of which is optionally fused to 
a benzene, pyridine or pyrimidine ring and each of 
which is optionally substituted with Ci-Ce alkoxy, 
hydroxy, hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, 
20 -C.(0)NH2, -C{0)NH-{Ci-C6 alkyl ) -phenyl ; 

-Rzz at each occurrence is independently, H, NH2, NH(Ci-C6 

... alkyl) , N(Ci-C6 alkyl) (Ci-Ce alkyl) , NCCi-Ce 

alkyl) (phenyl) , N(Ci-C6 alkyl) (benzyl) ; 
R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, 
25 thienyl, Ci-Ce alkyl, furanyl, imidazolyl, each of which 

is \insubstituted or substituted with 1, 2, 3, 4, or 5 
. groups that are independently C1-C4 alkyl, C1-C4 alkoxy, 
OH/ hydroxy Ci-Ce alkyl, halogen, halo Ci-Ce alkyl, halo 
Ci-Ce alkoxy, -0-(Ci-C6 all^rl ) -phenyl , -C02-(Ci-C6 alkyl), - 
30 (C1-C4 alkyl )-(C5-C6 cycloalkyl), or (CH2)o-4CN; 

R40 is phenyl, -phenyl -pyridyl, biphenyl, -phenyl-benzo thienyl, 
-phenyl-thienyl, -phenyl -furanyl, -phenyl -pyrimi dinyl , - 
phenyl -isoxa:zolyl, -C (0) -pyridyl, - (C1-C4 alkyl) -0-C {0)NH- 
phenyl wherein the phenyl is optionally substituted with 
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1, 2, or 3 halogen atoms; -{Ca-C4 al]<yl) -0-C(0)N{Ci-C6 
alkyl) -phenyl, -(Ci-Ce alkyl ) -phenyl , -(C1-C4 alkyl) -SO2NH2, 
-(C1-C4 alkyl) -S02NH{Ci-C6 alkyl), -{C1-C4 alkyl) -S02N(Ci-C6 
alkyl) (Ci-Ce alkyl), -SO2NH2, -S02NH(Ci-C6 alkyl), -S02N(Ci- 
5 Ce alkyl) (Ci-Ce alkyl) , CN, - (CH2) 0-4- (Cs-Cs cycloallcyl) , - 

(C1-C4 alkyl )-C(0)0-(Ci-C4 alkyl), - (C1-C4 alkyl) -R33, Ci-Cio 
alkyl, C2-C8 alkenyl, -(C1-C4 alkyl) -NHC (0) - (C1-C4 alkyl), - 
(CH2)o-4-C{0)NH2, -(CH2)o-4-C{0)NH(Ci-C6 alkyl), -{CH2)o-4- 
C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), naphthyl, 

10 . tetrahydronapthyl , dihydronaphthyl , - (CH2) 0-4-imidazolyl, 

- (CH2 ) 0-4 -pyrrol idinyl , oxazolidinone 3 , 4-dihydro- 

benzote] [1, 2] oxathiine 2, 2 -dioxide, pyrimidinyl , 3,4- 
" dihydro-2H-benzo[e] [1,2] thiazine 1,1-dioxide, pyfidyl, or 
pyriitiidyl, alkoxyalkyl, -phenyl -benzothienyl, -phenyl- 

15 cyclohexyl, -phenyl-cyclopentyl, -phenyl- (Ci-Ce alkyl )- 

cyclopentyl, -phenyl- (Ci-Ce alkyl) -cyclohexyl, -phenyl- 
oxazolyl, fiiranyl, tetrahydrof uranyl , wherein each of the 
above is iinsubstituted or s\ibstituted with 1, 2, 3, 4, "or 
5 groups that are independently halogen, Ci-Ce alkyl 

20 optionally substituted with 1 or two groups that are 

independently CN or OH; Ci-Ce alkoxy, halo (Ci-Ca alkyl), 
halo (C1-C4 alkoxy), -0-{Ci-C4 alkyl ) -phenyl wherein the 
phenyl is optionally substituted with 1 or 2 halogens i CN, 
. -CHO, C1-C4 thioalkoxy, -NHSO2- (Ci-Ce alkyl), -N(Ci-C4 

25 alkyl) SO2- (C1-C4 alkyl) wherein the alkyl groups are 

optionally substituted with 1, 2, or 3 halogens; OH; - 
SO2R33; R33; C2-C8 alkynyl; C2-C8 alkenyl; thioalkoxyalkyl ; - 
S02-(Ci-Cio alkyl); -NR31R32; -C (0) -NR3iR32; -OC(6)R33; Ci-Cs 
aikanoyl; -(Ci-Ce alkyl) -C (O) - (Ci-Ce alkoxy).;. 

30 R4xa and R41 are independently H, cyclohexyl, phenyl, or Ci-Ce 
alkyl optionally substituted with 1 or 2 groups that are 
phenyl, hydroxy, C1-C4 thioalkoxy, C1-C4 thioalkoxy Ci-Ce 
alkyl} or -Ci-Ce alkyl-S02-Ci-C6 alkyl; 
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R40/ R411 and the atom to which they are attached form a Ca^Ce 
cycloalkyl ring which is optionally substituted with C1-C4 
alkyl, Ci-C4 alkoxy, halogen, -CO2NH2/ -C02NH{Ci-C6 alkyl) , 
-C02N(Ci-C6 alkyl){Ci-C6 alkyl) , thiazolyl optionally 
substituted with Ci-Ce alkyl, isoxazolyl optionally 
. . substituted with Ci-Ce alkyl, or phenyl which is 
optionally substituted with 1, 2, or 3 groups that are 
independently halogen or Ci-Ce alkyl; 

and . 

R42 is H, Ci-Ce alkyl optionally substituted with OH; benzyl; - 
NHG(O)- (Ci-Ce alkyl); -NHC (O) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 alkyl groups.. 

Preferred compounds of formula Zl include the compounds of 
formula Z2: 

(R5l)l 




Z2 

or a pharmaceutically acceptable salt thereof , wherein 
R51 at each occurrence is independently Ci-Ce alkyl, Ci-Cg 
alkoxy, -NHSO2- {C1-C4 alkyl) wherein the alkyl group is 
optionally substituted with 1/ 2, or 3 halogens, -SO2-NH- 
(Ci-Ce alkyl) "NH2, -SO2-NH- (Ci-Ce alkyl) -NH(Ci-C4 alkyl), 
-SO2-NH- (Ci-Ce alkyl) -N(Ci-C4 alkyl) (C1-C4 alkyl) , 
[1,2 , 4] triazolidine-3 , 5-dione, -NHC (0)NH2, -NHC {0)NH (Ci-Ce 
alkyl) , -NHC(0)N(Ci-C6 alkyl) (Ci-Ce alkyl) , -N(Ci-C6 
alkyl)C(0)NH2, -N(Ci-C6 alkyl) C {0)NH (Ci-Ce alkyl), -N{Ci-C6 
alkyl) C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), halogen, -CF3, OH, 
-SO2NR31R32, -C(0)NR3iR32. -NR3iR32r hydroxy / Ci-Cio alkyl 
optionally substituted with phenyl or (Ci"C4 alkyl) phenyl, 
-0- (Ci"C4 alkyl) -phenyl, -ISIHQ{S)NH2, -NHC (S)ISIH (Ci-Cs 
alkyl), -NHC(S)N(Ci-C6 alkyl) (Ci-Ce alkyl), (C1-C4 alkyl)-0- 
phenyl, -C(0)-(Ci-C6 alkyl) wherein the alkyl group is 
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optionally substituted with NH^, N(Ca-C6 alkyl) , or N{Ci-C6 
alkyl)(Cx-C« alkyl); -0-C,-Ce cycloalkyl, oxazole 
optionally ■ substituted with 1, or 2 groups that are 
independently C1-C4 alkyl or phenyl, hydroxy C1-C4 alkoxy, 
aminoalkoxy, UH (Ci-C^alkyl ) -alkoxy, n (Ci-Cealkyl) (Cx- 
Cealkyl ). -alkoxy , 

wherein R31 and R32 at each, occurrence are independently 
selected from the group consisting of hydrogen, Ci-Cg 
alkyl, hydroxy Ci-Cg alkyl, c^-C, haloalkyl, -(Ci-Ce 
alkyl )-C(0)NH2, -(Ci-Ce alkyl) -c (0)NH.(Ci-C6 alkyl) - 
(Ci-Ce alkyl) -c(p)N(Ci-C6 alkyl) (Ci-Cs alkyl), -(Ca-Cs 
alkyl)-NH2, -(Ci-Cfi alkyl) -NH(Ci-C6 alkyl), - (Ci-Cg 
alkyl) -N(Ci-C6- • alkyl). (Ci-Cs alkyl), - (Ci-Cs 

alkyl) phenyl,.. -{c^-Ce alkyl ) pyridyl , -C(0) furanyl, 
■l-^ <Ci-C6 alkyl) -tetrahydrofuran,- wherein 

the phenyl and. pyridyl groups are ■ unsubstituted or 
. substituted with 1, -2, 3, 4, or 5 groups that 

.. . . . , , are independently C1-C4 alkyl, hydroxy, C1-C4 

alkoxy, halogen, or 
wherein at each occurrence R31, R32 and the nitrogen to 

''^^^^ ^^^y are "attached independently form 

Pyrrolidinyl, piperazinyl, piperidinyl, azepanyl, 

pyridinyl, or pyrimidinyl ring, each of which is 
optionally fused to a benzene, pyridine or pyrimidine 
~- .ring and each of which is optionally substituted with 
Ca-Cs -alkoxy,- Ci-Ce - alkyl, hydroxy, hydroxy Ci-Cg 
alkyl, Ca-C4 alkoxy Ci-Cg alkyl, -C(0)NH2, or -C(0)NH- 
■ (Ci-Ce alkyl ) -phenyl . 



20 



25 



30 



a 



Preferred coittpounds of Z2 are those wherein R41 and R42 are 
both hydrogen . 

Other preferred compounds of Z2 are those wherein R35 is 
phenyl, cyclohexyl,., -S-phehyl, benzodioxole, thienyl, Cs-Cg 
alkyl, furanyl, each of which is unsubstituted or substituted 
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with 1, 2, 3, 4, or 5 groups that are independently C1-C4 
alkyl, C1-C4 alkoxy, OH, hydroxy Ci-Ce allcyl, halogen, halo Ci-Ce 
alkyl, halo Ci-Ce alkoxy, -0-{Ci-C6 alkyl ) -phenyl , -C02-(Ci-C6 
alkyl), -(C1-C4 alkyl)-(C5-C6 cycloalkyl) . 

Other preferred compounds of Zl are those wiierein 
Has is phenyl, cyclohexyl, -S-phenyl, benzodioxole, thienyl, C3- 
Cs alkyl, furanyl, each of which is unsubstituted or 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently C1-C4 alkyl, C1-C4 alkoxy, OH, hydroxy Ci-Ce 
alkyl, halogen, halo Ci-Ce alkyl, halo Ci-Ce alkoxy, -0- 
(Ci-Cs alkyl) -phenyl, -CO2- (Ci-Cs alkyl) , - (C1-C4 alkyl ) - 
(C5-C6 'cycloalkyl) ; 
R40 is ' phenyl, -phenyl -pyr idine, * biphenyl, -phenyl - 
benzothienyl , -phenyl -thienyl , -phenyl - fur anyl , -phenyl- 
pyrimidinyl , -phenyl -isooxazolyl, -C (O) -pyridyl, - (C1-C4 
alkyl ) -O-C (0) NH-phenyl , - (C1-C4 alkyl ) -0-C ( 0) N (C1-C5 

alkyl ) -phenyl , - (C1-C4 alkyl ) -phenyl , - (C1-C4 alkyl ) -SO2NH2 , 
-(C1-C4 alkyl) -S02NH(Ci-C6 alkyl), -(C1-C4 alkyl) -S02N(Ci-C6 
alkyl) (Ci-Ce - alkyl) , CN, - (CH2) o-4--(C3-C8 cycloalkyl) , - (Ci- 
C4' alkyl) -C(0)0-(Ci-C4 alkyl), -(C1-C4 alkyl)-R33/ Ci-Ce 
..alkyl, -(CX-C4 alkyl) -NHC(0)-(Ci-C4 alkyl), -(CH2)o-4- 
C(0)NH2, -(CH2)o.4-C(OTNH(Ci-C6 alkyl), - (CH2) 0-4-0(0) N(Ci-C6 
alkyl) (Ci-Ce alkyl) , tetrahydronapthyl , dihydronaphthyl , 
wherein each of "the above is unsubstituted or substituted 
with i, 2, '3, 4, or 5 groups that are independently 
halogen, C1-C4 alkyl, C1-C4. alkoxy, halo (C1-C4 alkyl), -0- 
(C1-C4 alkyl ) -phenyl wherein the phenyl is optionally 
substituted with 1 or 2 halogens, -CHO, C1-C4 thioalkoxy, 
-NHSb2- (Ci-C4 alkyl) , '-N(Ci-C4 alkyl) S02- (Ci-C4 alkyl) 
wherein the alkyl groups are optionally substituted with 
1, 2, or 3 halogens; OH, SO2R33/ R33; 
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II41 is H, cyclohexyl, phenyl, or Ci-Ce alkyl optionally 
substituted with 1 or 2 groups that are phenyl, hydroxy, 
or C1-C4 thioalk03^; and 

R42 is hydrogen or -CH2CN. 

More preferred compoxxnds of Z2 include those wherein 
R35 is phenyl, Ca-Ce cycloalkyl, -S-phenyl, benzodioxole, 
thienyl, C3-C6 alkyl, furanyl, each of which is 
unsubstituted or siibstituted with 1, 2, 3, 4, or 5 groups 
that are independently C1-C4 alkyl, C1-C4 alkoxy, OH, 
hydroxy Ci-Ce alkyl, halogen, CF3, OCF3, -Obenzyl, -C02-(Ci« 
Ce alkyl), -(C1-C4 alkyl) - (C5-C6 cycloalkyl); 

R40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl- 
benzo thienyl , -phenyl - thienyl , -phenyl - f ur anyl , -phenyl - 
pyrimidinyl , -phenyl - i soxazo lyl , -C(0) -pyridyl, - (C1-C4 
alkyl) -0-C(0)NH-phenyl, -(C1-C4 alkyl) -0-C {0)N (Ci-Ce 

alkyl) -phenyl,. -(C1-C4 alkyl ) -phenyl , - (C1-C4 alkyl) -SO2NH2, 
-(C1-C4 alkyl) -S02NH{Ci-C6 alkyl), -(C1-C4 alkyl) -s62N(Ci-C6 
• alkyl) {Ci-Ce alkyl), CN, -(C1-C4 alkyl) - (C3-C6 cycloalkyl), 
-(C1-C4 alkyl) -C(0)0-(Ci-C4 alkyl), -(C1-C4 alkyl)-R33, Ci-Cs 
alkyl, -(C1-C4 alkyl) -NHC(0)-(Ci-C4 . alkyl), -C(0)NH2, 
wherein each of the above rings is unsubstituted or 
substituted with 1, 2, or 3 groups that are independently 
halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, -O- (C1-C4 alkyl)- 
phenyl wherein the phenyl is optionally substituted with 1 
or 2 halogens, -CHO, -NHSO2- {C1-C4 alkyl), -N(Ci-C4 
alkyl) SO2- (C1-C4 alkyl) wherein the alkyl is optionally 
substituted with 1, 2, or. 3 halogens, 

R41 is H, cyclohexyl, phenyl, or Ci-Ce alkyl optionally 
substituted with 1 or 2 groups that are phenyl, hydroxy, 
or C1-C4 thioalkoxy; and 

R42 is hydrogen or -CH2CN; 

R51 at each occurrence is independently Ci-Ce alkyl, Ci-Ce 
alkoxy, -NHSO2- (C1-C4 alkyl) wherein, the alkyl group is 
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optionally substituted with 1, 2, or 3 halogens, -SO2-NH- 
(Ci-Ce alkyl)-NH2, -SO2-NH- (Ci-Ce alkyl) ^1^(01-04 alkyl) , - 
S02-NH^(Ci-C6 alkyl)-N(Ci^C4 alkyl) (C1-C4 . alkyl) , 
[1,2,4] triazolidine-3 , 5-dione, -NHC (0)NH2, -NHC (0)^E[ (Ci-Ce 
alkyl) , -NHC(0)N{Ci-C6 all^rl) (Ci-Cg alkyl) , -NlCi-Cg 
allcyl)C{0)NH2. -N(Ci-C6 alkyl ) c (0)NH{Ci-C6 alkyl), -N(Ci-C6 
alkyl )C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), halogen, -CF3, OH, 
-SO2NR31R32, ~C{0)NR3iR32, -NR31R32/ hydroxy Ci-Cio alkyl 
optionally substituted with phenyl or 2 -methylphenyl , -O- 
{C1-C4 alkyl) -phenyl, -NHC(S)NH2, -NHC (S)NH(Ci-C6 alkyl) , 
-NHC(S)N(Ci-C6 alkyl) (Ci-Ce alkyl), (G1-C4 alkyl ) -0-phenyl , 
-C(0)"(Ci-C6 alkyl) wherein the alkyl group is optionally 
substituted with NH2/ N{Ci-C6 alkyl), or N{Ci-C6 alkyl) (Ci- 
Ce alkyl); -O-C3-C6 cycloalkyl, oxazole optionally 
substituted with 1, or 2 groups that are independently "Ci- " * 
C4 alkyl or phenyl , hydroxy C1-C4 alkoxy, aminoalkoxy, 
NH(Ci-C6alkyl)-alkoxy, N(Ci-C6alkyl) (Ci-Cealkyl) -alkoxy , 
wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, .-{Ci-Ce alkyl) -C(0)N(Ci-C6 
alkyl). (Ci-Ce alkyl), -(Ci-Ce alkyl) -NHCCi-Ce alkyl), - 
(Ci-Ce alkyl) -N(Ci-C6 alkyl) (Ci-Ce alkyl), -{Ci-Ce 
alkyl ) phenyl , - (Ci-Ce alkyl ) pyridyl , -C (O) f uranyl , 
(Ci-Ce alkyl) -tetrahydro fur an, wherein 
the phenyl group is unsubstituted or substituted with 
1, 2, or 3 groups that are independently C1-C4 
alkoxy, or halogen, 
wherein at each occurrence R31, R32 and the nitrogen to 
which they are attached independently form*^ a • 
pyrrolidinyl, piperazinyl, piperidinyl, or azepanyl, 
each of which is optionally fused to a benzene, 
pyridine or pyrimidine ring and each of which is 
optionally substituted with hydroxy, Ci-Ce alkyl. 



-47- 



wo 03/040096 ^ ^ PCT/US02/36O72 

hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, - 
C(0)NH2r or -C(0)NH-benzyl. 

Even more preferred coinpoiinds of Z2 are those wherein 
5 . R35 is phenyl; halophenyl, dihalophenyl; trihalophenyl ; 

tetrahaloph'ehyl ; pentahalophenyl ; halo , benzyl oxyphenyl ; 
halo , alkylpheny 1 ; benzyl oxyphenyl ; cyclohexyl ; ( C1-C4 
alkoxy) carbonylphenyl; (C1-C4 alkoxy) phenyl; -S-phenyl, or 
benzodioxole ; 

10 R41 is H, cyclohexyl, phenyl, or Ci-Ce alkyl optionally 
sxibstituted with l^-.or- 2 groups that are phenyl,, hydroxy, 
or C1-C4 thioalkoxy; and 
R42 is hydrogen or -CH2CN. 

15 Other preferred compoiinds of Z2 are those wherein 

R35 is 3, 5 -dihalophenyl; 

R40 is phenyl, -phenyl -pyridine, biphenyl; -phenyl-- 
benzothienyl,' -phenyl -thienyl, -phenyl -furanyl, -phenyl- 
pyrimidinyl , -phenyl-isoxazolyl, - (C1-C4 alkyl) -0-C (0)NH- 

20 phenyl, alkyl) -0-C (0)N(Ci-C6 alkyl ) -phenyl , - (C1-C4 

alkyl) -SO2NH2, CN, - (C1-C4 alkyl) - (C3-G6 cycloalkyl) , -{C1-C4 
alkyl) -C{0)0-(Ci-C4 alkyl), -{C1-C4 alkyl)-R33. or Ci-Ce 
alkyl, wherein each of the above is unsxibstituted or 
substituted with 1, 2, or 3 groups, that are independently 

25 halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, -0-(Ci-C4 alkyl)- 

phenyl wherein the phenyl is optionally substituted with 1 
or 2 halogens, -CHO, or -NHSO2- (C1-C4 alkyl). 

Even more preferred compounds of Z2 are those wherein 
30 R35 is 3 , 5-dif luorophenyl ; 3 , 5-dichlorophenyl ; or 3 -chloro , 5 - 
f luorophenyl; and 
R40 is phenyl which is unsubstituted or substituted with 1, 2, 
or 3 groups that are independently fluoro, chloro, bromo, 
iodo, methyl, ethyl, methoxy, ethoxy, CF3, or -Obenzyl 
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wherein the phenyl is optionally siibstituted with 1 or 2 
groups that are independently halogen, or -NHSO2CH3. 

Even more preferred compounds of Z2 are those wherein 
at each occurrence is independently Ci-Ce alkyl, Ci-Ce 
alkoxy , -NHSO2CH3 , -SO2-NH- ( ethyl ) - 

NH(CH3), [l,2,4]triazolidine-3,5-dione/ -NHC(0)NH2, -CF3, 
OH, -SO2NR31R32, -C(0)NR3iR32, hydroxyoctyl, -CH(0H)-2- 
me thylphenyl , -Obenzyl , or -NHC ( S ) NH ( CH3 ) ; 
wherein R31 and R32 at each occurrence are independently 
selected from the group -consisting of hydrogen, Ci-Ce 
alkyl, hydroxy d-Ce alkyl, -(CH2)C{0)N(CH3)2, - 
CH2CH2N(CH3)2r benzyl, phenethyl, -CH2CH2pyridyl, - 
C(0)furanyl, or 
at each occurrence R31, R32 and the nitrogen to which they 
are attached independently' form a pyrrolidinyl , 
piperazinyl, piperidinyl, or azepSnylv each of which 
is optionally substituted with hydroxymethyl , 
hydroxyethyl, methoxymethyl , or -C(0)NH2- 

Even more preferred compounds of Z2 are those wherein 
R40 is 3-ethylphenyl or 3-methoxyphenyl; and 
R42 is hydrogen. 

25 Preferred coitrpounds of Z2 include those wherein 

R51 at each occurrence is independently Ci-Ce alkyl, Ci^Ce 
alkoxy, -C (0)NR3iR32/ -C(0)CH2NH2, cyclopentyloxy , 
NHC {0)NH (ethyl) , oxazole optionally siabstituted with 1 or 
2 groups that are independently * C1-C4 alkyl or phenyl, 
30 hydroxyethoxy, diethylaminoetho3cy/* 

wherein R31 and R32 at each occurrence are independently 
selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, -CH2"tetrahydrofuran. 



5 R51 



10 



15 
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Other preferred compoiinds of Z2 include those wherein 
R35 is cyclohexyl. 

More preferred compounds include those wherein 
R40 is phenyl/ of Ci-Cs alkyl, wherein each is unsubstituted or 

substituted with 1, 2, 3,,4; Or 5 groups that are 

independently halogen, C1-C4 alkyl, C1-C4 alkoxy, halo (d- 

C4 alkyl ) ; and 
R42 and R41 are. both hydrogen. 

More preferred coinpounds include those wherein 
R40 is phenyl/ 3-methoxyphenyl, 4-methoxyphenyl, 3- 
ethoxyphenyl , 4-ethoxyplienyl , 3 - trif luoromethylphenyl , 4- 
tr i f luoromethy Iphenyl , 2 -me thylpheny 1 , 3 -me thylphenyl , 2 - 
ethylphenyl, 3 -e thylphenyl, or C3-C6 alkyl; and 
R51 at each occurrence is independently Ci-Cg alkyl, Ci-Cs 
alkoxy, or halogen, 

wherein R31 arid R32 at each occurrence are independently 
selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, and -(Ci-Cs alkyl) phenyl 
wherein the phenyl group is unsubstituted or 
substituted with :1, . -2, or 3 groups that are 
independently C1-C4 alkoxy, ^or halogen, 

wherein at each occurrence R31, R32 and the nitrogen to 
which they are attached independently form a 
pyrrol idinyl, piperazinyl, piperidinyl, or azepanyl, 
each of which is optionally fused to a benzene, 
pyridine or pyrimidine ring and each of which is 
optionally substituted with hydroxy, hydroxy Ci-Ce 
alkyl, C1-C4 alkoxy Ci-Cs alkyl, -C(0)NH2, or -C(0)NH- 
benzyl . 

More preferred compounds include those wherein 
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R35 is 3 -halo, 5-benzyloxyphenyl; 3-benzyloxyphenyl; or 4- 

benzyloxyphenyl ; 
R41 is H, cyclohexyl, phenyl, or Ci-Ce alkyl optionally 

stibstituted with 1 or 2 groups that are phenyl, hydroxy, 

or C1-C4 thioalkoxy; and 
R42 is hydrogen or -CH2CN. 

More preferred conrpo\mds include those wherein 
R40 is phenyl, -phenyl -pyridine, biphenyl, - (C1-C4 alkyl) -0- 
C(0)NH-phenyl, -(Ca-C4 alkyl) -0-C (0)N(Ci-C6 alkyl ) -phenyl , 
-(C1-C4 alkyl) -SO2NH2. -(C1-C4 alkyl) -(C3-C6 cycloalkyl), - 
(C1-C4 -alkyl) -C (0)0- (C1-C4 alkyl), -(C1-C4 al]Qrl)-R33, or Ci- 
Cs alTcyl, wherein each of the above is unsxibstituted or 
substituted with 1, 2, or 3 groups that are independently 
"halogen, C1-C4 alkyl, Ca-C4 alkoxy, CF3, -Obenzyl wherein 
the phenyl is . optionally substituted with 1 or 2 halogens, 
-CHO, or -NHSO2- (C1-C4 alkyl). 

More preferred cortpounds include those wherein 
R40 is phenyl or Ci-Ce alkyl, wherein each of the above is 

unsubstituted or siibstituted with 1, 2, or 3 groups that 
..... .are independently halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, 

-Obenzyl wherein the phenyl is optionally sxibstituted with 

1 or 2 halogens, -CHO, or -NHSO2- (C1-C4 alkyl) ; and 

R41 is hydrogen or Ci-Ce alkyl optionally substituted with 1 or 

2 groups that are phenyl, hydroxy, or C1-C4 thioalkoxy; 
R42 is hydrogen; and 

R51 at each occurrence is independently Ci-Ce alkyl, Ci-Cs 
alkoxy, -NHSO2- (C1-C4 alkyl) wherein the alkyl group is 
optionally substituted with 1, 2, or 3 halogens, -SO2-NH- 
(Ci-Ce alkyl)-NH2, -SO2-NH- (Ci-Ce alkyl) -NH(Ca-C4 alkyl),' - 
S02-NH-(Ci-C6 alkyl) -N(Ci-C4 alkyl) (C1-C4 alkyl), 
-NHC{0)NH2, -NHC{0)NH{Ci-C6 alkyl), -NHC(0)N(Ci-C6 

alkyl) (Ci-Cfi alkyl), -N{Ci-C6 alkyl) C (ONHj, -NCCi-Cg 
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alkyl)C(0)NH(C.-Ce alkyl), -N(C,-Ce alkyl)C(0)N(C.-Ce 
alkyl)(Ca-C6 alkyl), halogen, -CF3, OS, -SO2NR31R32, - 
C(0)NR3iR32, -NR3XR32, hydroxy Ci-Cio alkyl, -Obenzyl, - 
NHC(S)NH2, -NHC(S)NH(Ca-C6 alkyl), -NHC (S)N(Ca.C6 alkyl) (Cx- 
Ce alkyl), (C1-C4 alkyl) -O-phenyl, -C(0)-(Ci-C6 alkyl), -0- 
cyclopentyl> -O-cyclohexyl , hydroxy C^-C, alkoxy, 
aminoalkoxy, NHCCi-CcalkyI) -alkoxy, NCCi-Cgalkyl) (Cx- 
Cealkyl) -alkoxy, 

wherein Rjx and R32 at each occurrence are independently 
selected from the. group consisting of hydrogen, Ci-Ce 
hydroxy Ci-Cg alkyl, .- (Cx-Cs alkyl) -nh{Cx-C6 
alkyl), -(Cx-Ce alkyl) .N(Cx-C6 alkyl) (Ci.-Cs alkyl), and 
benzyl wherein the phenyl group is ^unsubstituted or 
substituted with • 1, or 2 groups that are 
independently Cx-C* alkoxy, or halogen, 
wherein at each occurrence .R31, R32 and the nitrogen to 
which they are ...attached independently form a 
pyrrolidinyl, piperazinyl, or piperidinyl, each of 
which is optionally substituted with hydroxy, hydroxy 
Ci-Cs alkyl, C1-C4 alkoxy Ci-Ce alkyl, -C(0)NH2, or - 
C(0)NH-benzyl. 

More preferred compounds include those wherein 
10 is phenyl or Cx-Ce. alkyl, wherein each of . the above is 
unsubstituted or substituted with 1, 2, or 3 groups that 
are independently halogen, Cx-C^ alkyl, CX-C4 alkoxy, or 
CF3 ; and 

at each occurrence is independently Cx-Ce alkyl, Cx-Cg 
alkoxy, -NHSO2CH3, -NHSO2CF3, halogen, -CF3, OH, 
-SO2NR31R32, -C(0)NR3iR32, -NR3XR32, hydroxy Cx-Cxo alkyl,' 
hydroxy CX-C4 alkoxy, aminoalkoxy, NHCCx-Cealkyi) -alkoxy,' 
N (Cx-Cgalkyl ) (Cx-Cealkyl ) -alkoxy, 

wherein R3X and R32 at each occurrence are independently 
selected from the group consisting of hydrogen, Ci-Ce 
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alkyl, hydroxy Ci-Ce alkyl, and benzyl wherein the 
phenyl group is xmsubstituted or siibstituted with 1 
or 2 groups that are independently methoxy, ethoxy, 
or halogen, or 

5 wherein at each occurrence R31/ R32 and the nitrogen to 

. which they are attached independently form a 
pyrrolidinyl, piperazinyl , . or piperidinyl ring each 
of which is optionally substituted with hydroxy, 
hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Cg alkyl, or- 
10 C(0)NH2. 

More preferred compounds include those wherein 
R35 is 3-fluoro, 5 -benzyl bxyphenyl or 3-chloro, 5- 
benzyloxyphenyl . 

15 

More preferred compounds include those wherein 
R35 is -S-phenyl, benzo [1, Sldioxole, furanyl, or thienyl; 
R41 is H, cyclohexyl, phenyl, or Ci-Ce alkyl optionally 

substituted with 1 or 2 groups that are phenyl, hydroxy, 
20 or C1-C4 thioalkoxy; and 

R42 is hydrogen or -CH2CN- 

More preferred compoiinds include those wherein 
R40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl-pyrimidinyl, 
25 -(C1-C4 alkyl)-0-C(0)NH-phenyl, -(C1-C4 alkyl ) (0)N (Ci-Cg 

alkyl) -phenyl, - (C1-C4 alkyl) -SO2NH2, - (C1-C4. alkyl) - (Cs-Ce. 

cycloalkyl) , - {C1-C4 alkyl) --C (O) 0- (C1-C4 alkyl) , - {Ci-C4^. 

alkyl )-R33, or Ci-Cs alkyl, wherein each of the above is 

unsubstituted or sxjbstituted with 1, 2, or 3 groups that 
30 are independently halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, 

-Obenzyl wherein the phenyl is optionally substituted with 

1 or 2 halogens, -CHO, or -NHSO2- (C1-C4 alkyl), -NHSO2CF3. 

Still more preferred coitpounds include those wherein 
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R40 is phenyl or Ci-Ca alkyl, wherein each of the above is 
unsxibstituted or sxibstituted with 1, 2, or 3 groups that 
are independently halogen, Ca-C4 alkyl, C1-C4 alkoxy, CF3, 
-Obenzyl wherein the phenyl is optionally substituted with 

1 or 2 halogens, -CHO, or -NHSO2- (C1-C4 alkyl); and 

R41 is hydrogen or Ci-Ce alkyl optionally siabstituted with 1 or 

2 groups that are phenyl, hydrojcy, . or C1-C4 thioalkoxy; 
and,- 

R42 is hydrogen; and 

R51 at each occurrence is independently Ci-Ce alkyl, Ci-Ce 
alkoxy, -NHSO2- (Ci-C4 alkyl) wherein the alkyl group is 
optionally substituted with 1, 2, or 3 halogens, -SO2-IIH- 
. (Ci-Ce alkyl) -NH2, -SO2-NH- (Ci-Ce alkyl) -NH(Ci-C4 allcyl) , - 
S02-NH-(Ci-C6 alkyl) -N(Ci-C4 alkyl) (d-C* alkyl), 
-NHC(6)'NH2V ■ -NHC(0)NH(Gi-C6 alkyl),' -NHC (0)N(Ci-C6 
alkyl) (Ci-Ce alkyl), -N(Ci-C6 alkyl)C(0)NH2, -N(Ci-C6 
alkyl )C{0)NH(Ci-C6 alkyl) > -N(Ci-C6 alkyl) C (0)N(Ci-C6 
alkyl) (Ci-Ce alkyl), halogen, -CF3, OH, -S02NR3iR32, 
-C(0)NR3iR32, -NR31R32, hydroxy Ci-Cip alkyl, -Obenzyl, - 
NHC(S)NH2, -NHC(S)NH(Ci-C6 alkyl), -NHC {S)N(Ci-C6 alkyl) (Ci- 
Ce alkyl), {C1-C4 alkyl) -0-phenyl, -C (O) - (d-Ce alkyl) , -O- 
cyclopentyl, -0-cyclohexyl, hydroxy C1-C4- ■ alkoxy, 
aminoalkoxy, NH(Ci-C6 alkyl) -alkosqr, N(Ci-C6 alkyl) (Ci-Ce 
al]<yl) -alkoxy, ' 
wherein R31 and R32 at each occurrence are independently 
selected from the group consisting of hydrogen, Ci-Ce . 
alkyl, hydroxy Ci-Cg alkyl, - (Ci-Cg alkyl) -lJH(Ci-C6 
alkyl), -(Ci-Cc alkyl) -N{Ci-C6 alkyl) (Ci-Ce alkyl), and 
benzyl wherein the phenyl group is imsubstituted or 
substituted with 1, or 2 groups that are 
independently C1-C4 alkoxy,. or halogen, 
wherein at each occurrence R31, R32 and the nitrogen to 
which they are attached independently form a 
pyrrolidinyl, piperazinyl, or piperidinyl, each of. 

-54- 



wo 03/040096 




PCT/US02/36072 



which is optionally siibstituted with hydroxy, hydroxy 
Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, -C(0)NH2, or - 
C(0)NH-benzyl. 

Still more preferred compoiinds include those wherein 
R40 is phenyl or Ci-Ce alkyl, wherein each of the above is 
iinsubstituted or substituted with 1, 2, or 3 groups that 
are independently halogen, C1-C4 alkyl, C1-C4 alkoxy, or 
CF3; and 

R51 at each occurrence is independently Ci-Ce alkyl, Ci-Ce 
alkoxy, -NHS02Cg3/ -NHSO2CF3, halogen,. . "CF3, OH,. 
-SO2NR31R32, -C(0)NR3iR32/ -NR31R32/ hydroxy Ci-Cio alkyl, 
hydroxy C1-C4 alkoxy, aminoalkoxy, NHCCi-CealkyI) -alkoxy, 
N(Ci-C6alkyl) (Ci-Cealkyl) -alkoxy, 

wherein R31 and R32 at each occurrence are independently 



phenyl group is iinsubstituted or substituted with 1 
or 2 groups that are independently methoxy, ethoxy, 
or halogen, or 

wherein at each occurrence R31/ R32 and the nitrogen to 
• which they are- attached independently form a 
pinrrolidinyl, piperazinyl, or piperidinyl ring each 
of which is optionally substituted with hydroxy, 
hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, or- 
C(0)NH2. 

Particularly preferred compounds of Formula X are those 
where Ri is 3 , 5-dif luorophenyl . 

In another specific aspect within Formula X, the invention 
provides compounds of formula Z3 



selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, and benzyl wherein the 




H OH R42 



O 
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Z3 

or a phannaceutically acceptable salt thereof, wherein 
R30 is selected from the group consisting of phenyl, 
pyrazolopyrimidinyl , oxa-aza-benzoazulenyl, isoxazolyl, 
triazolopyridinyl , pyrrol idinonyl , tetrahydrothia-aza- 
fluorenyl, pyridyl, piper idinyl, 

dihydrocyclopentaquinolinyl , f uryl , naphthothienyl , 

phthalazinonyl, thiadiazolyl, thienopyrimidinonyl, oxa- 
diaza-cyclopentanaphthalenyl , dihydrobenzodioxepinyl , 

chromanonyl , chromenonyl , oxazolidinyl, purinyl, oxaxolyl, 
thiazolyl, pyridazinonyl, thiazolyl, pyranyl, 

dihydropyranopyridinyl , diazepanyl , cyclopropyl , 

dihydronajphthoisoxazolyl, * benzoindazole, 
dihydrocyclbpentachromenonyl , imidazopyrazolyl , 

tetrahydrocyclopentachromenonyl , dihydroquinolinonyl , 

pyridyl , isochromanyl , quinazolinonyl , pyrazolopyridinyl , 
dihydrobenzothiophene dioxide, dihydrofurobenzoisoxazolyl , 
dihydropyrimidine didnyi , thienopyrazolyl , oxazolyl , 
tetrahydrocyclopentapyrazolyl , dihydronaphthalenonyl , 

dihydrobenzofuranonyl, dihydrocyclopentathienyl, 
tetrahydrocyclopentapyrazolyl , tetrahydropyrazoloazepinyl , 
indazolyl , tetrahydrocycloheptaisoxazolyl , 

tetrahydroindolonyl, pyrrolidinyl, thienopyridinyl, 
dioxddihydrobenzoisothiazolbnyl , triazolopyrimidinyl , 

thienyl, dihydrothienopyrimidinonyl , and benzooxadiazolyl , 
wherein each of the above is unsubstituted or substituted 
with 1, 2, 3, 4, .,^o.r . 5 groups that are independently 
selected from the group consisting of 

Ci-Cio alkyl optionally substituted with phenyl, hydroxy, 
hydroxy Ci-Cio alkyl optionally substituted' with 
phenyl or (C1-C4 alkyl ) phenyl , Ci-Ce alkoxy optionally 
svibstituted with 1 or 2 hydroxy groups, -C (0)NR3iR32, 
-NR31-S02- (Ci-Ce alkyl) wherein the alkyl group is 
optionally substituted with 1, 2, or 3 R33 groups, - 
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S02-NH(Ci-C6 alkyl) wherein the alkyl group is 
optionally siibstituted with 1 or 2 R33 groups, -SO2- 
N(Ci-C6 alkyl) (Ci-Cs alkyl) wherein each alkyl group 
is optionally substituted with 1 or 2 R33 groups, - 
5 S02-NH(Ci-C6 alkyl) -phenyl wherein the phenyl is 

optionally substituted with 1 or 2 groups that are 
independently C1-C4 alkoxy or halogen, -O- (Ci-Cs 
alkyl ) -phenyl , - (Ci-Ce alkyl ) -0-phenyl , - (Ci-Ce 
alkyl ) -O- (Ci-Ce alkyl ) -phenyl , triazolidine-3 , 5- 

10 dione, halogen, -NHC.(0)NH2, -N(Ci-C6 alkyl ) C (0)NH2, 

■-N(Ci-C6 alkyl )C(0)NH{Ci-C6 alkyl), -N(Ci-C6 
alkyl)C(0)N{Ci-C6 alkyl) (Ci-Ce alkyl), -{Ci-Ce alkyl) 
thienyl, -(Ci-Ce alkyl) furanyl, -S-(Ci-C6 alkyl) 
phenyl, -SO2NR31R32, -C(0) -NR31R32/ -NR31R32/ dithiane, 

1'5 ' '*"' -NHC(S).NH2, -NHC(S)NH{Ci-C6 alkyl), -NHC(S)N(Ci-C6 

alkyl) (Ci-Ce alkyl), -C02(cr-C6 alkyl), 

tetrahydropyran, phenyl optionally substituted with 1 
. or 2 groups that are independently F, CI or Br, 
pyridine, -C2-C4 alkynyl -phenyl, -O-C3-C6 cycloalkyl, 

20 . -0-(Ci-C6 alkyl )-R33/ benzo [1, 2 , 5] oxadiazole, -C(0)- 

(Ci-Ce alkyl) wherein the alkyl group is optionally 
substituted with NH2, N(Ci-C6 alkyl), or N{Ci-C6 
alkyl) (Ci-Ce alkyl); -C (O)NH-phenyl, -C(0)N(Ci-C6 
alkyl ) -phenyl , 4, 4-Dimethyl-4, 5-dihydro-oxazole, 

25 (Ci-Ce alkyl) -S-pyridine, -(Ci-Ce alkyl) -S02-pyridine, 

-(Ci-Ce thioalkoxy) -pyridine, 
wherein R31 and R32 at each occurrence are independently 
. selected from. the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, Ci-Ce haloalJQrl, -{Ci-Ce 

30 . alkyl) -C(0)NH2, -(Ci-Ce alkyl) -C (0)NH(Ci-C6 alkyl) , - 

(Ci-Ce alkyl) -C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Ce 
alkyl)-NH2. ' -(Ci-Ce alkyl) -NH (Ci-Ce alkyl), -{Ci-Ce 
alkyl) -N(Ci-C6 alkyl) (Ci-Ce alkyl), -{Ci-Cg. 



-57- 



wo 03/040096 




PCTAJS02/36072 



alkyl ) phenyl , - (Ci-Ce alkyl ) pyridyl , -C ( 0) f uranyl , 
(Ci-Ce alkyl) -tetrahydrofuran, wherein 
the phenyl and pyridyl groups are imsubstituted or 
sxibstituted with 1, 2, 3, 4, or 5 groups that 
5 are independently C1-C4 alkyl, hydroxy, C1-C4 

alkoxy, halogen, or * ' 

R31/ R32 and the nitrogen to which they -are attached form a 
5, 6, or 7 membered heterocycloalkyl or a 6 membered 
heteroaryl ring, each of which is optionally fused to 
10 a benzene, pyridine or pyrimidine ring and each of 

which is optionally substituted with Ci-Ce alkoxy, 
. - hydroxy, hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, 

-C(0)NH2, -C{0)NH"(Ci-C6 alkyl ) -phenyl , ; 
R33 at each occurrence is independently, H, NH2/ NHtCi-Ce 
15 alkyl), N{Ci-C6 alkyl) (Ci-Ce alkyl), N(Ci-C6 

alkyl) (phenyl) ; 

R35 is phenyl, Ca-Ca cycloalkyl, -S-phenyl, benzodioxole, 
thienyl, Ci-Ce alkyl, f uranyl, each of which is 
unsubstituted or substituted with 1, 2, 3, 4, or 5 groups 

20 . that are independently C1-C4 alkyl, C1-C4 alkoxy, OH, 

hydroxy Ci-Ce alkyl, halogen, halo Ci-Cg alkyl, halo Ci-Ce 
alkoxy, -O- (Ci-Ce alkyl ) -phenyl , -C02-(Ci-C6 alkyl), -(C1-C4 
alkyl) - (C5-C6 cycloalkyl); 
R42 is H, Ci-Ce alkyl,. benzyl, -3SIHC (O) - (Ci-Ce alkyl), or -NHC(O)- 

25 phenyl wherein the phenyl is optionally substituted with 1 

or 2 alkyl groups, 
R55 is cyclohexyl; cyclopentyl; azepanone; phenyl; piper idinyl; 
-S02-phenyl; pyrrolidinyl ; or ' 4, 5 , 6, 7-tetrahydro- 

thiazolo [5, 4-c] pyridine; wherein each is optionally 

30 substituted with -C(0)NH2; -C (0)NH (Ci-Ce alkyl); -C(0)N(Ci- 

Ce alkyl) (Ci-Ce alkyl); Ci-Ce alkoxycarbonyl ; -0-(Ci-C6 
alkyl) -C (0)NR3iR32; - (Ci-Ce allcyl) -phenyl; 4, 5-dihydro-2H- 
pyridazin-3-one; C5-C6 cycloalkyl which is optionally 
substituted with one CN group, phenyloxy wherein .the. 
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phenyl group is optionally s\ibstituted with -NHC(0)Ci-C6 
alkyl, -N(Ci-C6 alkyl)-C(0)Ci-C6 alkyl, wherein 
Rair R32 and the nitrogen to which they are attached form a 
pyrrolidine, piperidine, piperazine, morpholine, or 
thiamorpholine ring, wherein each ring is 
unsubstituted or sxibstituted with 1, 2, or 3 groups 
that are independently OH, Ci-Cg alkyl, d-Cs alkoxy, 
-(Ci-Ce alkyl) -imidazole wherein the imidazole is 
optionally sxabstituted with . 1 . or ,2 _ C1-C4 alkyl 
groups, or hydroxy (Ci-Cg alkyl) wherein the alkyl 
group, is optionally substituted with 1 phenyl ring, 



or 
R42, 



R55 and the nitrogen to which they are attached form a 
tetrahydroisoquinolinyl, dihydroisoguinolinyl, or 

15 isoquinolinyl group which is optionally substituted by 1, 

2, 3, or 4 groups that are independently halogen, C1-C4 
alkyl, C1-C4 alkoxy, CN, OH, and phenyl, wherein the phenyl 
is optionally substituted with halogen, hydroxyl, C1-C4 
alkoxy, and C1-C4 alkyl. 

20 

More preferred compovinds of Z3 include those wherein 
R30 is selected from the group consisting,, of . phenyl, 
pyrrolidinonyl, pyridyl, piperidinyl, furyl, cyclopropyl, 
and thienyl, wherein each of the above is unstibstituted or 
25 substituted with 1, 2, 3, 4, or 5 groups that are 

independently selected from the group consisting of 
Ci-Cio alkyl, hydroxy, hydroxy Ci-Cio alkyl Ci-Ce alkoxy, 
-NR31-SO2- (Ci-Cfi alkyl), -S02-NH(Ca-C6 alkyl), -SO2- 
N(Ci-C6 alkyl) (Ci-Cs alkyl), halogen, -NHC(0)NH2, 
^° -N(Ci-C6 alkyl) C(0)NH2, -N{Ci-C6 alkyl) C (0)NH{Ci-C6 

alkyl), -N(Ci-C6 alkyl) C(0)N(Ci-C6 alkyl)' (Ci-Cc alkyl), 
-SO2NR31R32, -C(0) -NRsaRsa, -NR31R32, -C2-C4 alkynyl- 
' phenyl, -O-C3-C6 cycloalkyl, -o-Cd-Cc alkyl )-R33, 
benzo[l,2,5]oxadia2ole, -C(0)-(Ci-C6 alkyl; 
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wherein R31 and R32 at each occurrence are independently 
selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, Ci-Ce haloalkyl, -(Ci^Ce 
alkyl)-C(0)NH2. " (Ci-Ce alkyl) -C (0)NH (Ci-Ce alkyl), - 
5 (Ci-Ce alkyl)-C{0)N{Ci-C6 alkyl) (Ci-Ce alkyl), -(C17C6 

alkyl) -NH2, - (Ci-Ce alkyl) -NH(Ci-C6 alkyl), -(Ci-Cs 
alkyl)-N(Ci-C6 alkyl) (Ci-Ce alkyl) , benzyl, and 
-C (O) furanyl, wherein 

the phenyl and pyridyl groups* are unsubstituted or 
10 substituted with 1, 2, or 3, groups that are 

independently C1-C4 alkyl, hydroxy, C1-C4 alkoxy, 
or halogen, or 

Rsir. R32 and the nitrogen to which they are attached form a 
5, 6, or 7 membered heterdcycloalkyl or a 6 membered 
15 heteroaryl ring, .eacE'~'of which is optionally- 

substituted with Ci-Ce alkoxy, hydroxy, hydroxy Ci-Ce 
alkyl, C1-C4 alkoxy Ci-Ce alkyl, or -C(0)NH2; 
R35 is phenyl, C3-C6 cycloalkyl, or -S-phenyl, each of which is 
unsubstituted or substituted with 1, 2, or 3 groups, that • 
20 are independently C1-C4 alkyl, C1-C4 alkoxy, CF3, OCF3, 

halogen, -Obenzyl, -C02-(Ci-C6 alkyl), -(C1-C4 alkyl) - (C5-C6 
cycloalkyl) ; 

R42 is H, Ci-Ce alkyl, benzyl, -NHC (O) - (Ci-Ce alkyl), or -NHC'(0)- 
phenyl wherein the phenyl is optionally substituted with 1 

25 or 2 alkyl groups, 

R55 is cyclohexyl; azepanone; phenyl; piperidinyl; -S02-phenyl; 
pyrrolidinyl; or 4, 5, 6, 7-tetrahydro-thiazolo [5, 4-- 

.c]pyridine;. wherein each is optionally substituted with - 
C(0)NH2; Ci-Ce alkoxycarbonyl ; -0-(Ci-C6 alkyl) -C(0)NR3iR32 ; 

30 "(Ci-Ce alkyl ) -phenyl ; 4, 5-dihydro-2H-pyridazin-3-one; 

cyclopentyl which is optionally substituted with one CN 
group, phenyloxy wherein the phenyl group is optionally 
substituted with -NHC(0)Ci-C6 alkyl, wherein 
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R31, R32 and the nitrogen to which they are attached form a 
pyrrolidine, piperidine, piperazine, or morpholine 
ring, wherein each ring is unsiibstituted or 
substituted with 1, 2, . or 3 groups that are 
5 independently OH, - (Ci-Ce alkyl ) -imidazole wherein 

the imidazole is optionally substituted with 1 or 2 
C1-C4 alkyl groups, or hydroxy (Ci-Ce alkyl) wherein 
the alkyl group is optionally substituted with 1 
phenyl ring, 

10 or . 

R42/ R55 and the nitrogen to which they are attached form a 
tetrahydroisoquinolinyl, group which is optionally 
substituted by 1, 2," 3, or 4 groups that are independently 
halogen, C1-C4 alkyl, C1-C4 alkoxy, CN, OH, and phenyl, 
wherein the phenyl is . optionally substituted with halogen, 
hydroxyl, C1-C4 alkoxy, and C1-C4 alkyl. 

Even more preferred compounds of Z3 include those wherein 
is selected from, the group consisting of phenyl, pyridyl, 
or piperidinylwherein . .each of the above is unsxibstituted 
or substituted with 1, 2, 3, 4, or 5 groups that are 
-independently selected- from the group consisting of 
Ci-Cio alkyl, hydroxy, hydroxy Ci-Cio alkyl Ci-Ce alkoxy, 
halogen, -SO2NR31R32/ -C{0) .-NR31R32/ -NR31R32/ -O-C3-C6 
cycloalkyl, -C (O) - (Ci-Ce alkyl) ; 
wherein R31 . and R32 . at each occurrence are independently 
selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Cs alkyl, - (Ci-Ce alkyl) -NH2, (Ci-Ce 
alkyl) -NH{Ci-C6 alkyl) , - (Ci-Cg alkyl) -N(Ci-C6 
alkyl) (C17C6 . alkyl), benzyl, and -C (0) furanyl, 
wherein 

the phenyl group is lonsubstituted or substituted with 
1, 2, or 3, groups that are independently C1-C4 
alkyl, hydroxy, C1-C4 alkoxy, or halogen, or 
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R31, R32 and the nitrogen to which they are attached form a 
pyrrolidinyl, piperidinyl, morpholinyl, pyridinyl, or 
pyrimidinyl ring, each of which is optionally 
substituted with Ci-Ce alkoxy, hydroxy, hydroxy Ci-Ce 
alkyl, C1-C4 alkoxy Ci-Ce alkyl, or -C(0)NH2; 
R35 is phenyl, cyclohexyl, cyclopentyl, or ~S-phenyl, ,each of 
which is unsubstituted or substituted with 1, 2, or 3 
groups that are independently C1-C4 alkyl, C1-C4 alkoxy, 
CF3, CX:F3/ halogen, -Obenzyl, -CO2- (Ci-Ce > alkyl ) , -{C1-C4 
alkyl) - (C5-C6 cycloalkyl). 

In a specific aspect, the- invention provides compounds of 
formula XlOO: 



XlOO 

and the pharmaceutically acceptable salts thereof, wherein 

n, p,-.. and q are independently 0, 1 or 2; 

a dashed line res a single or double bond; 

Ri, R2f Rsf and R4 are independently selected from 

hydrogen, halogen, Ci-Ce alkyl, hydroxy, Ci-Ce alkoxy, 
halo(Ci-C6). ^ alkyl, hydroxy (Ci-Cs) alkyl, hald(Ci- 
Ce ) alkoxy, thio { Ci-Ce ) alkyl , ( Ci-Ce ) alkoxy (Ci-Ce ) alkyl , 
amino (Ci-Ce) alkyl, mono (Ci-C6)al3cylamino(Ci-C6) alkyl, 
di (Ci-Ce) alkylamino (Ci-Ce) alkyl, 
- (CH2 ) 0-4-aryl or - - (€112 ) 0-4-heteroaryl , 
. G2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 
substituted with one, two or three substituents 
independently selected from the group consisting of 
halogen, hydroxy, -SH, cyano, -CF3, C1-C3 alkoxy. 




p 



R3 
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amino, mono {Ci-C6)allcylamino, and di(Ci- 
Ce ) allQ'lainino , 

-(CH2)o-4- C3-C7 cycloalkyl, where the cycloalkyl is 
optionally substituted with one, two or three 
substituents independently selected from the group 
consisting of .halogen, hydroxy, -SH, cyano, -CF3, Ci- 
C3 alkoxy, amino, mono (Ci-Ce) alkylamino, and di(Ci- 
Cs ) alkylamino ; 
Rz, Rz', Rz'', and Rz'" independently re 

Ci-Ce alkyl, optionally substituted with one, two or three 
substituents independently selected from C1-C3 alkyl, 
halogen, -OH, -SH, -C^, -CF3, Ci-Ce alkoxy, amino, 
mono (Ci-Ce) alkylamino, and di (Ci-Ce) alkylamino, 
hydroxy, nitro, halogen, -CO2H, cyano, 

- {CH2) 0-4-CO-NR142R144 where R142 and R144 independently re 

hydrogen, Ci-Cg alkyl, hydroxyl (Cx-Ce) alkyl, amino (Ci- 
Ce) alkyl, haloalkyl, C3-C7 cycloalkyl, -(C1-C2 alkyl )- 
{C3-C7 cycloalkyl), -(Ci-Ce alkyl) -0- (C1-C3 alkyl), - 
- - C2-C6 alkenyl with one or two double bdiids, -Cj-Ce 
alkynyl . with one or....t»?o. triple bonds, -Ci-Ce alkyl 

- chain with one double bond and one triple bond, -Ri- 

aryl Where Ri-aryl is aS defined above, or -Ri-heteroaryl 
where Rl-heteroaryl , 

-(CH2)o-4-CO-(Ci-Ci2 alkyl), - (GH2) 0-4-CO- (C2-C12 alkenyl), 
CH2)o-4-CO-(C2-Ci2) alkynyl, - (CH2) 0.4-CO- {C3-C7 

cycloalkyl), - (CHj) 0-4-CO-Ri.aryi where Ri-aryi is as 

defined above,. - {CH2)o.4-CO-Ri.iietero«ryl where Ri-heteroaryl 
is as defined above, - (CH2) o-4-CO-Ri_heterocycle, -{CH2) 6-4- 

CO-Ri46 where R146 is heterocycloalkyl , where the 
heterocycloalkyl is optionally siabstituted with 1-4 
of Ci-Ce alkyl, 

-{CH2)o-4-CO-0-Ri48 where R148 is selected from the group 
consisting of: Ci-Ce alkyl, - (CH2) 0-2- (Ri-aryi) , C2-C6 
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alkenyl, C2-C6 alkynyl, C3-C7 cycloalkyl, and -(CH2)o-2- 

(Rl-heteroaryl) i 

-(CH2)o-4-S02-N R142R144, -(CH2)o-4-SO-(Ci-C8 alkyl), -(CH2)o-4- 
S02-{Ci-Ci2 alkyl), - {CH2) 0-4-SO2- (C3-C7 cycloalkyl)., - 
(CH2)o-4-N(H or Ri48 )-CO-0-Ri48, -(CH2)o-4-N(H or Ri48 )- 
CO-N(Ri48)2, -(CH2)o.4-N-CS-N{Ra48)2, - (CH2) o-4-N(-H or 
Ri48)-CO-Ri42, -(CH2)o-4-NRi42Ri44, " (CHj ) o-4-Ri46 Where Rn.4 
is as defined above, 

-{CH2)o-4-0-CO-(Ci-C6 alkyl), - (CH2)o-4-0-P(0)-(ORi5o)2 where 
each Ri5o is independently hydrogen or C1-C4 alkyl, - 

{CH2)o-4-0-CO-N(Ri48)2, -(CH2)o-4-0-CS-N(Ri48)2 -{CH2)o-4- 
0-(Rl48)2, -(CH2)o-4-0-( Ri48)2-C02H, - ( CHj ) 0-4-S- ( Ri48)2, 

-{CH2) o-4-0-halo{Ci-C6) alkyl, - (CH2)o-4-0- {Ci-Cg) alkyl, 
C3-C7 cycloalkyl, 

C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally" 
substituted with C1-C3 alkyl, halogen, hydroxy, -SH, 
cyano, -CF3, C1-C3 alkoxy, amino, inono(Ci- 
C6)alkylamino, and di (Ci-Ce) alkylamino, 

-(CH2)o-4-N(-H or Rx48)-S02-Ri42, or . -(CH2)o-4- C3-C7 
cycloalkyl; 

R3S is phenyl, cyclohexyl, -S-phenyl, benzodioxole, thienyl, C3- 
C6 alkyl, furanyl, each of which is unsubstituted or 
substituted with 1, 2,. 3, 4, or 5 groups that are 
independently C1-C4 alJqrl, C1-C4 alkoxy," OH, hydroxy Ci-Ce 
alkyl, halogen, halo Ci-Ce alkyl, halo Ci-Cg alkoxy, -0- 
(Ci-Ce alkyl) -phenyl, -COj-CCi-Ce alkyl), or - (C1-C4 alkyl)- ' 
(C5-C6 cycloalkyl); 

X and Y are independently selected from 0, NR5, C(0), CR1R2, 
SO2, and S, 

where R5 is hydrogen, d-Cc alkyl, SO2R5', CCORg' where R5' 
is hydrogen, halogen, Ci-Ce alkyl, hydroxy, Ci-Ce 
alkoxy, halo(Ci-C6) alkyl, halo (Ci-Cs) alkoxy, thio(Ci- 
Ce) alkyl, (Ci-Ce) alkoxy (Ci-Ce) alkyl, amino (Ci-Ce) alkyl. 
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mono (Ci-Ce ) alkylamino (Ci-Ce) alkyl , di (Ci- 

Ce ) alkylamino (Ci-Cs ) allc/1 , 
- (CH2)o-4-aryl or - (CH2) 0-4-heteroaryl, 

C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 
svibstituted with one, two or three substituents 
independently selected from the group consisting of 
halogen, hydroxy, -SH, cyano, -CF3, C1-C3 alkoxy, 
amino, mono (Ci-Ce) alkylamino, and di{Ci- 
Ce) alkylamino, 

-(CH2)o"4-. . C3-C7 cycloalkyl, where the cycloalkyl is 
optionally substituted with one, two or three 
substituents independently selected -from the group 
consisting of halogen, hydroxy, -SH, cyano, -CF3, Ci- 
C3 alkoxy, amino, mono (Ci-Cs) alkylamino, and di (Ci- 
Ce ) alkylamino ; 

Ri4o res phenyl or naphthyl, .each of which is optionally 
substituted with 1-5 groups independently selected from 
Ci-Ce alkyl, optionally substituted with one, two or three 
- substituents selected from the group consisting of 
C1-C3 alkyl, -halogen, hydroxy, -SH,. cyano, -CF3, Ci- 
C3 alkoxy, amino, mono (Ci-Ce) alkylamino, and di{Ci- 
Ce ) alkylamino , 
hydroxy; riitro, ' halogen, -CO2H, cyano, 

- (CH2)o-4^CO-NRi42Ri44 where R142 and R144 independently re 
hydrogen, Ci-Ce alkyl, hydroxyl (Ci-Ce) alkyl, amino (Ci- 
Ce) alkyl, haloalkyl, C3-C7 cycloalkyl, -(C1-C2 alkyl )- 
(C3-C7 ' cycloalkyl) , ^(Ci-Ce alkyl) -O- (C1-C3 alkyl)., - 
C2-C6 alkenyl with one or two double bonds, -C2-C6 
alkynyl with one or two triple bonds, -Ci-Ce alkyl-. r 
chain with one double bond and one triple bond, -Ri. 

aryl where Rl-aryl iS aS defined above,, or -Ri-heteroaryl 
where Ri^heteroaryl / 

-(CH2)o>4"CO-(Ci-Ci2 alkyl) , - (CH2) 0.4-CO- {C2-C12 alkenyl) , 
CH2)o-4-CO-{C2-Ci2) alkynyl, - (CH2) 0-4-CO- (C3-C7 ' 
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cycloalkyl), - (CH2) 0-4-CO-Ri.aryi where Ri-aryi is as 

defined above, - (CH2) o-4-CO-Ri-heteroaryl where Ri-heteroaryl 

is as defined above, - (CH2)o-4-CO-Ri-heterocyciei -(CH2)o-4~ 
C0-Ri46 where R146 is heterpcycloalkyl, where the 
heterocycloalkyl is optionally substituted with 1-4 
of Ci-Ce alkyl, 

-(CH2)o-.4-CO-0-Ri48 where • Ri48 is selected from the . group 
consisting of : Ci-Ce alkyl, - (CH2) 0-2- (Ri-aryi) / C2-C6 
alkenyl, C2-C6 alkynyl, C3-C7 cycloalkyl, and - (CH2)o-2- 
(Rl-heteroazyl) I 

-(CH2)o-4-S02-N R142R144/ "(CH2)o-4-SO-(Ci-C8 alkyl), "(CH2)o-4- 
S02-{Ci-Ci2 alkyl), - (CH2) o-4-S02« (C3-C7 cycloalkyl), - 
(CH2)o-4-N(H or Ri48 )-CO-0-Ri48, - (CH2) o-4-N(H or "R^e )- 
CO-N(Ri48)2, -(CH2)o.4-N-CS-N(Ri48)2, -(CH2)o-4-N(-H or 

Rl48) -CG-Ri42/ - (CH2)o-4-NRi42Rl44/ - ( CH2 ) 0-4-Rl46 Where Rjf.4 

is as defined above, 
-(CH2)o-4-0-CO-(Ci-C6 alkyl) / - (CH2) 0-4-O-P (0) - (ORiso) 2 where 
each Ri5o is independently hydrogen or C1-C4 alkyl, - 

(CH2) 0.4-O-CO-N {Ri48) 2. - (CH2) 0-4-O-CS-N (Ri48) 2 - (CH2) 0-4- 
0-(Rl48)2, -(CH2)o-4-0-( Rl48)2-C02H, - (CH2 ) 0-4-S- ( Ri48)2. 

• -(CH2)o-4"0-halo(Ci-C6) alkyl, — {CH2) o-4-P- (Ci-Ce) alkyl, 
C3-C7...cycloalkyl, 

C2-C6 aikenyl or C2-C6 alkyhyl, each of which is optionally 
substituted with C1-C3 alkyl, halogen, hydroxy, -SH, 
cyano, -CF3, Ci~C3 alkoxy, amino, mono{Ci- 
C6)alkylamino, and di (Ci-Ce) alkylamino, and 

-(CH2)o-4-N(-H or Ri48)-S02-Ri42/ . or -(CH2)o-4" C3-C7 
cyclbalkyl . 

In a more preferred embodiment q is 1. 

In a more preferred embodiment, two or three of Rz, Rz', 
Rz' ' , and Rz' ' ' is hydrogen, and 
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the Other one or two of Rz, R^', R^'', and R2' " is hydroxy, 
nitro, halogen, -CO2H, cyano, or Ci-Ce alkyl, where the 
alkyl is optionally svibstituted with one, two or three 
substituents ind^endently selected from C1-C3 alkyl, 
"5 halogen, -OH, -SH, -C^, -CF3, Ci-Ce alkoxy, amino, 

mono(Ci-C6)alkylamino, and di (Ci-Ce) alkylamino. 

Preferred compounds of formula XlOO include those where 
three of Ra, Rz'_, Rz" , and Rz'" are hydrogen and the other is 
10 (Ci-C6)alkyl, halogen, or (Ci-Ce) alkoxy. 

Other- preferred compounds of formula XlOO include those 
where wherein R140 is phenyl svibstituted with 1, 2, or 3 groups 
independently selected from 
15 Ci-Ce alkyl, optionally substituted with one, two or three 

groups independently selected from C1-C3 allQ^l, - 
halogen, hydroxy", -SH, cyano, -CF3, C1-C3 alkoxy, 
amino , mono ( Ci-Ce ) alkylamiiio ," " and di ( Ci-Ce ) aikylairiino , 
hydroxy, nitro, halogen, -CO2H, cyano, 
20 -(CH2)o-4-CO-NRi42Ri44 where R142 and R144 independently re 

hydrogen, Ci-Ce alkyl, hydroxy (Ci-Ce ). alkyl, amino (Ci- 
C6)alkyl, and C3-C7 cycloalkyl.. 

Still other preferred compoiinds of formula XlOO include 
25 those where R140 is phenyl substituted with • 

one of hydroxy, nitro, halogen, -CO2H, cyano, or Ci-Cs alkyl 
where the alkyl is optionally substituted with one, two or 
three groups independently selected from C1-C3 alkyl, - 
halogen, hydroxy, -SH, cyano, -CF3, C1-C3 alkoxy, amino, 
30 ^ mono (Ci-Ce) alkyl amino, and di (Ci-C6)alkylamino; and 
one of -(CH2)o-4-CO-NRi42Ri44. 
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Other preferred compounds of fonmila XlOO are those where 
Ri4o is phenyl sTibstituted with one of -C (0)NRi42Ri44 and R142 and 
Ri44 are independently hydrogen or Ci-Ce alkyl. 

5 More preferred compoxinds of formula XlOO include those 

where R142 and R144 are the same and are propyl/ 

Other specific compounds of formula XlOO include those 
where R35 is . phenyl substituted with 1-5 halogen, or 
10 siibstituted with 1, 2, or 3 groups independently selected from 
(Ci-Ce) alkyl, hydroxy, halogen, (Ci-Ce) alkoxy, amino, mono(Ci- 
Ce) alkyl airiaho, and di (Ci-Ce) allcyl amino. 

Preferred contpounds of formula XlOO include those where 
15 R35 is phenyl substituted with 2 halogens. 

■ Still other preferred compounds of formula XlOO are those 
where R35 is 3*, 5-dif luorophenyl . 

20 . Other specific compounds, of formula XlOO include those 

where R140 is phenyl substituted with 

one of hydroxy, nitro, halogen, -CO2H, cyano, or Ci-Cs alkyl 
where the alkyl is optionally STibstituted with one, two or 
three groups independently selected from C1-C3 alkyl, - 
25 halogen, hydroxy, -SH, cyano, -CF3, C1-C3 alkoxy, amino, 

mono (Ci-Ce) alkylamino, and .di (Ci-Ce) alkylamino; and 
"one of - (CH2 ) 0-4-CO-NR142R144 . 

Preferred specific compounds of formula XlOO are those 
30 where R140 is phenyl substituted with one of -C (0)NRi42Ri44 and 
Ri42 and R144 are independently hydrogen or Ci-Ce alkyl . 

Other preferred specific compounds of formula XlOO are 
those where R142 and R144 are the same and are propyl • 
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Preferred coitrpoiinds of formula XlOO are those where n is 1 
and p is 0. 

Still other preferred contpoxinds of formula XlOO are those 
5 where the dashed lines all re single bonds . 

In other preferred compounds of formula. XlOO, Ri is 
hydrogen and X is S02- 

In other preferred compounds of ZlOO, Y is methylene. 
More preferred compounds of XlOO are those where Z' is 2- 
10 propyl- 

Other more preferred compoimds of XlOO are those where-Y 
is methylene and R2 is hydrogen, hydroxy (C1-C3) alkyl, or (Ci- 
C3)alkyl. 

A preferred R2 group is methyl. 
15 In another specific aspect of. f ormula XlOO, Ri is 

hydrogen; 

X is SO2 and Y is NR5, or X is NR5 and Y is 'SO2, where each R5 
is hydrogren, (Ci-Ce) alkyl, or hydroxy (Ci-Ce) alkyl . 

In a preferred aspect of XlOO, 
. 2 Ri .is . hydrogen; ' - • 

X is C(0) and Y is NRs/ or X is NR5 and Y is C{0), where each R5 
is hydrogen, (Ci-Ce) alkyl, or hydro^Q^ (Ci-Ce) alkyl . 

Preferred coitpounds of formula XlOO include those of 
formula XlOl 



25 




XlOl. 



Other preferred compounds of formula XlOO include those of 
formula XI 02 



-69- 




Preferred compounds of formula XlOO include those of 
formula X103 




Other preferred coitipoxinds of formula XlOO include those of 
formula X104 




104. 



Preferred coinpounds of formula X103 include those wherein 
R2 is (Ci-C3)alkyl. 

Other preferred compounds of fonaula XI 03 include those 
wherein R2 is methyl. 

Still other preferred compounds of formula .X103 include 
those wherein R2 is hydroxy (Ci-C3) alkyl . 

Preferred compounds of formula X104 include those wherein 
R2 is (Ci-C3)alkyl. 

Other preferred compoxinds of formula X104 include those 
wherein R2 is methyl . 
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Still Other preferred contpounds of formula XI 04 include 
those wherein R2 is hydroxy (C1-C3) alky 1 . 

In a specific aspect, the invention provides confounds of 
the formula .24: 



Rioo .is H, Ci-Ce alkoxycarbonyl , phenyl Ci-Cs alkyl, or phenyl 
Ci-Ce alkoxycarbonyl; 

Riio is phenyl Ci-Ce alkyl, thienyl, -S-phenyl, furanyl, or 
benzodioxolyl, wherein each is optionally substituted with 
1, 2, 3, 4, or 5 groups that are independently halogen, 
C1-C4 alkyl, C1-C4 alkoxy, or phenyl Ci-Ce alkoxy; and 

R120 is H, phenyl Ci-Ce alkyl, C3-C8 cycloalkyl optionally 
substituted with Ci-Ce alky or phenyl, C3-C8 cycloalkyl Ci- 
C4 alkyl, or Ci-Ce alkyl optionally sxabstituted with 
-C(0)NRi2iRi22, whereiii each of the -above is optionally 
substituted with 1, 2, or 3 groups that are independently 
Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 all?ynyl, halogen, or Ci-Ce 
alkoxy; wherein 

R121 and R122 are independently H, or Ci-Cs alkyl. 

More preferred coir?)ound of Z4 inlcude those wherein 
Rioo is tertiary butoxy carbonyl. 

More preferred conpound of Z4 inlcude those wherein Rno is 
phenyl Cx-Cs alkyl optionally substituted with 1,. 2, 3, 4, or 5 
groups that are independently halogen, Ci-C4 alkyl, C1-C4 
alko3Qr, or phenyl Ci-Ce alkoxy. 

More preferred coinpoiind of Z4 inlcude those wherein Rno is 
monohalophenyl, dihalophenyl , or trihalophenyl . 

More preferred conipound of Z4 inlcude those wherein Rno is 
thienyl, or -S-phenyl each of which is optionally substituted 



H 




OH H 



R120 



wherein 
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with 1, 2, 3, 4, or 5 groups that are independently halogen, 
C1-C4 alkyl, C1-C4 alkoxy, benzyloxy. 

More preferred compound of Z4 inlcude those wherein Ruo is 
f\iranyl, or benzodioxolyl each of which is optionally 
5 sxibstituted with 1, 2, 3, A, or 5 groups that are independently 
halogen, C1-C4 alkyl, C1-C4 alkoxy, benzyloxy. 

More preferred compound of Z4 inlcude those wherein R120 is 
benzyl optionally siibstituted with 1, 2, or 3 groups that are 
independently Ci-Ce alkyl, C2-C6 alkenyl, Ca-Ce alkynyl, halogen, 
10 or Ci-Ce alkoxy. 

More preferred contpound of Z4 inlcude. those wherein R120 is 
cyclopropyl optionally substituted with Ci-Ce alky or phenyl; 
or cyclopropyl C1-C4 alkyl, wherein each of the above is 
optionally substituted with 1, 2, or 3 groups that are 
15 independently Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, halogen, 
or Ci-Ce alkoxy. 

Even more preferred compound of Z4 inlcude those wherein • 
Riio is phenyl Ci-Ce alkyl optionally substituted with 1, 2, 3, 
4, or 5 groups that are independently halogen, . C1-C4 
20 alkyl, C1-C4 alkoxy, or phenyl Ci-Ce alkoxy; and 

R120 is H or benzyl optionally STobstituted with 1, 2, • or 3 
.groups that are independently Ci-Ce alkyl, C2-C6 alkenyl, 
C2-C6 alkynyl, halogen, or Ci-Ce alkoxy • 

25 Other even more preferred compound of Z4 inlcude those 

wherein 

Ruo is phenyl Ci-Ce alkyl optionally substituted with 1, 2, 3, 
"4, or 5 groups that are independently halogen, Ca-C4 
alkyl, C1-C4 alkoxy, or phenyl Ci-Ce alkoxy; and 
30 R120 is cyclopropyl optionally substituted with Ci-Ce alky or 
phenyl; or cyclopropyl C1-C4 alkyl, wherein each of the 
above is optionally sxibstituted with 1, 2, or 3 groups 
that are independently Ci-Ce alkyl, C2^C6 alkenyl, C2-C6 
alkynyl, halogen, or Ci-Ce alkoxy. 
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Other even more preferred compoxmd of Z4 inlcude those 
wherein 

Riio is thienyl, or -S-phenyl each of which is optionally 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, 
benzyl oxy ; and 

R120 is H or benzyl optionally s\ibstituted with 1, 2, or 3 
groups that are independently Ci-Ce alkyl, C2-C6 alkenyl, 
C2-C6 alkynyl, halogen, or Ci-Ge alkoxy. 

Other even more preferred compound of Z4 inlcude those 
wherein 

Riio is thienyl, or -S-phenyl each of which is optionally 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, 
benzyl oxy; and 

R120 is cyclopropyl optionally s\ibstituted with Ci-Cs alky or 
phenyl; or cyclopropyl C1-C4 alkyl, wherein each of the 
above is optionally stibstituted with 1, 2, or 3 groups 
that are independently Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, halogen, or Ci-Ce alkoxy • 

Other even more preferred compoimd of Z4 inlcude those 
wherein ' 

Riio is furanyl, or benzodioxolyl each of which is optionally 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, or 
benzyloxy. 

R120 is H or benzyl optionally substituted with 1, 2, or 3 
groups that are independently Ci-Ce alkyl, C2-C6 alkenyl, 
C2-C6 alkynyl, halogen, or Ci-Ce alkoxy. 

Even more preferred compound of Z4 inlcude those wherein 
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Riio is furanyl, or benzodioxolyl each of which is optionally 
substituted with 1, .2, 3, 4, or 5 groups that are 
. independently halogen, C1-C4 alkyl, C1-C4 alkoxy, or 
benzyloxy; 

R120 is cyclopropyl optionally s\jbstituted with Ci-Cs alky or 
phenyl; or cyclopropyl C1-C4 alkyl, wherein each of the 
above is optionally substituted with 1, 2, or 3 groups 
that are independently Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, halogen, or Cx-Ce alkoxy. 



Other even more preferred coinpoTinds of the instant 
invention are those wherein 

R51 at each occurrence is independisntly H, -S02NH-propyl- 
OH, -S02NH-ethyl-0H, -S02NH-ethyl-OCH3, -S02]SIH-CH(CH3) 2-CH2OH, 

15 -S02NH- (CH2CH(OH)CH3) , -SOaNH-ethyl-NH {CH3 ) , -SO2NH (CH2CH2OH) 2 , 
-S02NHCH(CH3)CH2OH, -S02N(CH3)2, -SO2NH {CH2CH (OH) CH3) , -SO2- 
pyrrolidine, -SO2- (2 , 6-dimethylpiperidine) , -S02-(2- 

propylpiperidine) , -SO2- (hydroxypropyl) , -C(0)-(2- 

methoxymethylpyrrolidine) , -C (0) - (2-methylpyrrolidine) , -C (O) - 

20 { 2 , 6-dimethylpyrrolidine) , -C (0) - ( 2-hydroxymethylpyrrolidine ) , 
-C (0 ) N (methyl ) ( ethyl ) , . . -C (0) N (methyl ) (propyl ) , 

-C (0 ) N (methyl ) (butyl ) , -C ( 0 ) N (propyl ) (butyl ) , 

' -C(0)N(allyl) (cyclopentyl) , -C (O)N(allyl) (cyclohexyl) , 

-C(0)N (methyl) (methyl) , -C (0)N (ethyl) (ethyl) , 

25 -C ( 0 ) N (butyl ) (butyl ) , -C ( 0 ) N ( isopropyl ) ( isopropyl ) , 

-C (0)N (propyl) (propyl) , " -C (0)N (methyl) (cyclohexyl) , 

-C ( 0 ) N ( ethyl ) ( cyclohexyl ) , -C ( 0 ) NH ( cyclobutyl ) , 

-C (0)NH (cyclopentyl ) , -C (0)N(CH3) (cyclopentyl) , -C(0)NH(2- 
methylcyclohexyi) , -C(0)NH(pentyl) , -C (O)N(pentyl) (pentyl) , 

30 -C.(0)NH(isopentyl) , -C(0)NH(ethoxyethyl) , 

-C (0 ) N (CH3 ) (methoxyethyl ) , -C ( O) N (propyl ) (methoxyethyl ) , 

-C ( 0 ) N (methoxyethyl ) (methoxyethyl ) , 

-C ( 0 ) N ( etho3^e thyl ) ( e tho3Qre thyi ) , -C ( O ) N ( ethyl ) (methoxyethyl ) , 
-C ( 0 ) N (propyl ) ( hydroxyethyi ) , -C ( O ) N ( hydroxyethyl ) ( ethyl ) , 
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ethynyl , methyl , br omo , -N ( CH3 ) SO2 ( CH3 ) , ( CH3 ) SO2- thienyl , 
-N(hydroxypropyl) SO2CH3, -CH2) -SO2- (CH3) , or -C (O) - 

CH{CH3)CH2CH2CH3. 

Still more preferred are compoimds wherein there are two 
5 ' II51 groups . 

Yet even more preferred are compoimds wherein the R51 
groups are at the 3 and 5 positions of the phenyl group. 

More preferred compounds of the instant invention are 
.those wherein. 

10 - R51 at each occurrence is independently selected from the- • 
group consisting of C1-C4 alkyl, -C(0)N(Ci-C6 alkyl) (Ci-Ge- 
alkyl), -C(0)NH2, -C(0)N(C2-C6 alkenyl) (C3-C8 cycloalkyl) , 
-C(0)NH(C3-C8 cycloalkyl), -C (0)NH (Ci-Ce alkyl), C(0)- 
(pyrrolidine) optionally substituted with 1 or two groups that 

15 are independently alkoxyalkyl or hydroxy, halogen, -C(0)N{Ci-C6 
• hydroxyalkyl) (Ci-Ce alkyl) , ' -C (0)NH (alkoxyalkyl) , 

-C(0)N (alkoxyalkyl) (alkoxyalkyl), -C(0)N(Ci-C6 alkyl) 

(alkoxyalkyl) , -C{0)N(Ci-C6 hydroxyalkyl) (alkyl) , -3SnH[S02CF3 , - 
N{Ci-C6 alkyl )-S02- thienyl, -N(Ci-C6 hydroxyalkyl) SO2- (Ci-Ce 

20 alkyl), -NHC(0)Ci-C4 alkyl, oxazolyl optionally s\abstituted 
with 1 or 2 methyl groups,- thiazolyl optionally substituted 
with 1 or 2 methyl groups, pyrazolyl- optionally substituted 
with 1 or 2'. methyl' groups, imidazolyl optionally substituted 
with 1 or 2 methyl groups, isoxazolyl optionally substituted 

25 with 1 or 2 methyl groups, pyrimidinyl optionally substituted 
with 1 or 2 methyl or halogen groups, -'NHSO2CH3, -NHSO2- 
imidazolyl wherein the . imidazole ring is optionally substituted 
• with 1 or 2 methyl groups, * -NCCi-Ce alkyl) SO2 (Ci-Ce alkyl), 
-SO2NH-C1-C6 hydroxyalkyl , -SO2NH-C1-C6 alkyl -NH (C1-C4 alkyl ) , 

30. -S02-piperazinyl optionally substituted with 1 or 2 methyl 
groups, -S02-pyrrolidine optionally substituted with 1 or 2 
methyl groups, -SO2 -piper i dine optionally substituted with 1 or 
2 C1-C4 alkyl groups, -S02N{Ci-C4 hydroxyalkyl) (C1-C4 
hydroxyalkyl), -SO2NH2, -S02N(Ci-C6 alkyl) (Ci-Ce alkyl), Cs-Cg 
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alkynyl, -S02-(Ci-C6 hydrosQralkyl) , -S02NH(Ci-C6 hydroxyalkyl) , 
-S02N(Ci-C6 alkyl) (Ci-Cs hydroxyalkyl), -{C1-C4 alkyl)-S02- (C1-C4 
alkyl), or -C{0)-(Ci-Cio alkyl) . 

Even more preferred coii5)oiands of the instant invention are 
5 those wherein R51 at each occurrence is independently selected 
from the group consisting of -SO2NH -propyl -OH, -S02NH-ethyl-0H, 
-S02NH-ethyl-OCH3 , -SO2NH-CH (CH3 ) 2-CH2OH, -SO2NH- (CH2CH ( OH) CH3 ) , 
-S02NH-ethyl-NH(CH3) , -S02NH(-CH2CH2OH)2, -S02NHCH(CH3)CH20H, 
-SO2N (CH3 ),2r -SO2NH (CH2CH (OH) CH3 ) , -S02-pyrrolidine, -SO2- (2,6- 
10 dimethylpiperidine) , -SO2- (2-propylpiperidine) , -SO2- 

(hydroxypropyl ) , -C ( 0 ) - ( 2 -me thoxymethylpyrrol idine ) , -C ( 0 ) - { 2 - 
methylpyrrolidine) , -C (0) - (2 , 6-dimethylpyrrolidine) , -C (0) - (2- 
hydroxymethylpyrrolidine) , -C(6)N(methyl) (ethyl) , 

-C (0)N (methyl) (propyl) , -C (0)N (methyl) (butyl) 7' 

15 -C (0)N (propyl) (butyl) , -C (O)N(allyl ) (cyclopentyl ) , 

-C(0)N(allyl) (cyclohexyl) , -C (0)N (methyl) (methyl) , 

-C(0)N (ethyl) (ethyl) , -C (0)N (butyl) (butyl) , 

-C(0)N(isopropyl) (isopropyl) , ' -C (0)N (propyl) (propyl) , 

-C (0)N (methyl) (cyclohexyl) , -C (0)N (ethyl) (cyclohexyl) , 

20 -C(0)NH(cyclobutyl) , -C (0)NH (cyclopentyl) , 

-C(0)N(CH3) (cyclopentyl) , -C (0)NH(2-methylcyclohexyl) , 

-C(0)NH(pentyI) , -C (O)N(pentyl) (pentyl) , -C (O)NH(isopentyl) , 
-C ( 0 ) NH ( ethoxyethyl ) , -C ( 0 ) N (methoxyethyl ) (methoxye thyl ) , 

-C(0)N(CH3) (methoxyethyl) , -C (0)N (propyl) (methoxyethyl) , 

25 -C ( 0) N ( ethoxyethyl ) ( ethoxyethyl ) , -C ( 0 ) N ( ethyl ) (metho3cyethyl ) , 
-C (O)N(propyl) (hydroxyethyl) , -C (O)N(hydroxyethyl) (ethyl) , 

ethynyl, methyl, bromp, -N(CH3) SO2 (CHj) , -N(CH3)S02-thienyl, 
-N(hydroxypropyl)S02CH3, - (CH2) -SO2- (CH3) , or -C(0)- 

CH(CH3)CH2CH2CH3. 

30 Mo-re preferred compounds of the instant invention cire 

those wherein 

R30 is pyridyl which is unsubstituted or soobstituted with 
1 or 2 groups that are independently selected, from- the group 
consisting of C1-C4 alkyl, -C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), 
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-C(0)NH2, -C(0)N(C2-C6 alkenyl) (C3-Ce cycloalkyl) , -C (0)NH(C3-C8 
cycloalkyl) ,. -C(0)NH{.Ci-C6 alkyl) , C(0) - (pyrrolidine) 
optionally siobstituted with 1 or two groups that are 
independently alko3<Yal]qrl or hydroxy, halogen, -C(0)N{Ci-C6 
5 hydroxyalkyl) (Ci-Ce alkyl), -C (0)NH (alkoxyalkyl) , 

-C(0)N(alkoxyalkyl) (alkoxyalkyl) , -C(0)N{Ci-C6 alkyl) 

(alkoxyal]<yl) , . -C{0)N(Ci-C6 hydroxyalkyl) (alkyl) , -NHSO2CF3, - 
N(Ci-C6 alkyl) -S02-thienyl, -N(Ci-C6 hydro3<yalkyl)S02- (Ci-Ce 
alkyl), -NHC{0)Ci-C4 alkyl," oxazolyl optionally siibstituted 

10 with 1. .or 2 methyl groups, thiazolyl optionally substituted 
with 1 or 2 methyl groups, pyrazolyl optionally substituted 
with 1 or 2 methyl groups, imidazolyl optionally siJsstituted 
with 1 or 2 methyl groups, isoxazolyl optionally si;ibstituted 
with 1 or 2 methyl groups, • pyrimidinyl optionally substituted 

15 with 1 or 2 methyl or halogen groups, -NHSO2CH3, -NHSO2- 
imidazolyl wherein the imidazole ring is optionally substituted 
with 1 or 2 methyl groups, -NCCi-Cg alkyl) SO2 (Ci-Cs alkyl)', 
-SO2NH-C1-C6 hydroxyalkyl, -S02^fH-Cl-C6 alkyl-NH (Ca-Ci alkyl), 
-S02-piperazinyl optionally siahstituted with 1 or 2 methyl 

20 groups, -S02-pyrrolidine optionally siibstituted with 1 or 2 
methyl groups, -S02-piperidine optionally substituted with 1 or 
2 C1-C4 alkyl groups, -S02N(Ci-C4 hydroxyalkyl) (C1-C4 
hydroxyalkyl), -SO2NH2, -S02N(Ci-C6 alkyl) (Ci-Ce alkyl), C2-C6 
alkynyl, -S02-{Ci-C6 hydroxyalkyl), -S02NH(Ci-C6 hydroxyalkyl), 

25 -S02N(Ci-C6 alkyl) (Ci-Ce hydroxyalkyl) , - (C1-C4 alkyl) -SO2- (C1-C4 
alkyl), or -C (0) - (Ci-Cio alkyl).. 

Even more preferred compoxinds of the instant invention are 
those wherein 

R30 is pyridyl which is unsubstituted or substituted with 
30 at least one group that is -S02NH-propyl-6H, -S02NH-ethyl-0H, 
-S02NH-ethyl-OCH3 , -SO2NH-CH {CH3 ) 2-CH2OH, -SO2NH- (CH2CH (OH) CH3 ) , 
-S02NH-ethyl-NH (CH3 ) , -SO2NH ( -CH2CH2OH) 2 , -SO2NHCH (CH3 ) CH2OH, 
-S02N{CH3)2, -S02NH(CH2CH(OH)CH3) , -SO2 -pyrrolidine, -S02-(2,6- 
dimethylpiperidine) , -502- (2-propylpiperidine) , -SO2- 
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10 



15 



20 



25 



{hydro3cypropyl ) , -C (O) - { 2-metho3cymethylpyrrolidine) , -C ( O) - ( 2- 
methylpyrrolidine ) , -C ( 0 ) - ( 2 , 6 -dimethylpyrrolidine ) , -C ( 0 ) - { 2 - 



hydroxymethylpyrrolidine) , 
-C { 0) N (methyl ) (propyl ) , 
-C(0)N (propyl) (butyl), 
-C(0)N(allyl) (cyclohexyl) , 
-C(0)N(ethyl) (ethyl) , 
-C(0)N(isopropyl) (isopropyl) , 
^-C ( 0 ) N (methyl ) ( cyclohexyl ) , 
-C ( 0 ) NH ( eye lobuty 1 ) , 
-C(0)N(CH3) (cyclopentyl) , 



-C(0)N (methyl) (ethyl), 
-C(0)N (methyl) (butyl) , 
-C(0)N(allyl) (cyclopentyl) , 
-C{0)N (methyl) (methyl) , 
-C(0)N(butyl) (butyl), 
-C(0)N (propyl) (propyl) , 
-C(0)N( ethyl) (cyclohexyl) , 
-C ( 0) NH ( cyclopentyl ) , 
-C ( O ) NH ( 2 -methylcyclohexyl ) , 



-C(0)NH(pentyl) , -C(0)N(pentyl) (pentyl) , -C(0)NH(isopentyl) , 
-C(0)NH(ethoxyethyl) , -C(0)N(CH3) (methoxyethyl ) , 

-C (0)N (propyl) (me thoxyethyl) , 
-C(0)N (methoxyethyl) (methoxyethyl) , 

-C ( 0 ) N ( e thoxyethyl ) ( ethoxyethyl ) , -C ( O ) N ( ethyl ) (methoxyethyl ) , 
-C (0)N (propyl ) (hydroxyethyl) , -C.(0)N(hydroxyethyl) (ethyl) , 

ethynyl , methyl , bromo , " -N ( CH3 ) SO2 ( CH3 ) , -N ( CH3 ) SO2- thienyl , 
-N(hydroxypropyl)S02CH3, - (CH2) -SO2- (CH3) , or -C(0)- 

CH(CH3)CH2CH2CH3. .. - 

Other preferred con^jounds of the formula X are those of 
fomula Z5 




Z5 

or a pharmaceutically acceptable salt thereof, wherein 
Ri is C1-C4 alkyl, C2-C4 alkynyl, or CF3; 
R2 and R3 are both hydrogen; or 

R2 and Ri and the carbon to which they are attached form a 
cyclopropyl ring; 
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R4 is oxazolyl optionally substituted with methyl, thiazolyl, 

C2-C4 alkynyl, or C1-C4 alkyl; 
R5 is C1-C4 alJc/l; 
Re is C1-C4 alkyl; 

X and Y are independently halogen; 
Z is CH or N. 

Preferred compounds within Formula Z5 are those where 
Z is CH. Within this group, more preferred are those wherein 
R2 and R3 are both H. 

Other preferred compounds of the invention are. those of 
fonmila Z6 




Z6 



Preferred compounds of Formula Z6 include those where 
Ri is ethyl, ethynyl or CF3; and R4 is 2-oxazolyl optionally 
substituted with methyl, 2-thiazolyl, ethynyl, or methyl, 
hereinafter compounds of Z6-1. Preferred compounds of Z6-1 are 
those where R5 is propyl; and Re is propyl. More preferably, Ri 
is ethyl; R4 is 2-oxazolyl optionally substituted with methyl; 
and X and Y are- both F. 

Other preferred compounds of Z6-1 are those where Ri is 
ethyl, or CF3; and R4 is 2-thiazolyl. More preferably, R5 is 
propyl; and Rg is propyl; or R5. is methyl; and Re is propyl or 
butyl; and X and Y are both F. Still more preferable are 
compounds where Ri is ethyl. Particularly preferred compounds 
are those where Ri is CF3; R5 is propyl; and Re is propyl. 

Other preferred coitpounds of Z6-1 are those where Ri is 
ethynyl; and R4 is ethynyl, methyl, or 2-oxazolyl. More 
preferably, R5 is propyl; and Re is propyl; and X and Y are 
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both F. Even more preferred are compoimds where R4 is ethynyl 
or methyl. 

Other preferred compounds of the invention are those of 
formula Z7 



Z7 

Preferred compounds of Z7 are those where Ri is ethyl or * 
ethynyl; R4 is methyl or 2-oxazolyl, hereinafter compounds of 
formula Z7-1. . . 

Preferred compoxinds of Z7-1 include those where R5 and Rs 
are both propyl; and X and Y are both F, More preferably, Z is 
N; and R4 is methyl. Even more preferred are compounds of Z7-1 
where Z is CH; and R4 is methyl or 2-oxazolyl. 

Other preferred compoiinds of the invention are those 
of formula Z8 



or a pharmaceutically acceptable salt thereof, wherein 

Ri is C2-C3 alkyl; 

R2 and R3 are both hydrogen; or 

Rf and Rg are independently halogen; 

Rs is C1-C2 alkyl sulfonyl; 

R€ is hydroxy (C1-C4) alkyl, preferably hydroxyethyl or (Ci- 
C4)alkoxy(Ci-C4) alkyl, preferably methoxyethyl . . 





Z8 
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Yet other preferred compounds of the invention are those 
of formula Z9 



or a pharmaceutically acceptable salt thereof, wherein 

Ri is C2-C3 alkyl; 

R2 and R3 are both hydrogen; or 

Rf and Rg are independently halogen; 

R5 and Re are independently C3-C4 alkyl; or 

R5 is H and Re is C3 alkyl; or 

Rs/ Rs/ and the nitrogen to which they are attached form a 
pyrrolidinyl ring optionally substituted with 
methoxymethyl ; and 

Rs is C1-C2 alkyl, hydroxy (C2-C4) alkyl, N- [hydroxy (C2-C4) alkyl] - 
N- (C1-C2) alkylamino, N-methyl-N- {C4 (t-butyl) alkyl) amino, 
-NH ( C1-C4 hydroxyalkyl ) , -N ( C1-C3 hydroxyalkyl ) ( C1-C3 ' 
hydroxyalkyl) , -N(Ci-C2 alkyl) (C1-C2 alkyl) , - pyrrol idin-1- 
yl optionally siibstituted with hydroxymethyl or 
methoxymethyl, C1-C2 alkoxy C2-C3 alkyl, l-piperazinyl^,._- 
NH2. -NH(C2-C3 alkyl -NH{Ci-C2 alkyl)), or C1-C4 alkylamino. 

Preferred compounds of formula Z9 include those where Rs 
is N- [hydroxy {C4-^alkyl] -N-methylamino , -N(Ci-C3 

hydroxyalkyl) (C1-C3 hydroxyalkyl), or -NH(Ci-C4' hydroxyalkyl), 
hereinafter compounds of Z9-1. 

Preferred compoiinds of formula .. Z9-1 include those where 
the hydroxyalkyl is 2-hydroxy-l, 1-dimethylethyl; 2- 
hydroxyethyl ; 3 -hydroxypropyl ; 1 (R) -2-hydroxy-l-methylethyl ; 

-Si- 



Re, 



k 




wo 03/040096 ^ ^ PCT/US02/36072 

1 (S) "2-hydroxy-l-methylethyl ; 1 (S) -2-hydroxy-l-methylethyl ; 

2(R)-2-hydroxypropyl; or 2 (S) -2-hydroxypropyl. 

Preferred compound of formula Z9 include those wherein 
Rs is 3-hydroxypropyl, 4-hydroxybutyl . 

Other preferred coit^ound of fomtula Z9 include those 
wherein Rs is 2 (R) -2-methoxyinethylpyrrolidin-l-yl, 2(R)-2- 
hydro3cymethylpyrrolidin-l-yl, 2 (S) -2-hydroxyinethylpyrrolidin-l- 
yl, pyrrolidin-l-yl or 1-piperazinyl, hereinafter Z9-1A. More 
preferably, Rs is 2 (R) -2-methoxyinethylpyrrolidin-l-yl, 2 (R) -2- 
hydroxymethylpyrrolidin-l-yl, or 2(S)-2- 

hydroxymethylpyrrolidin-l-yl . 

Still other preferred coitrpoimd of formula Z9 include those 
wherein R5, Rs, and the nitrogen to which they are attached 
form a 2 (S) -2-methoxymethyl)pyrrolidin-l-yl/ hereinafter 
compounds of Z9-2. 

Preferred compound of formula Z9-2 include those wherein 
Rs. is -NH(tert--butyl), -N(CH3) (CHzCHa) -N(CH3)2. or 2(S)-2- 
methoxytnethylpyrrolidin-l-yl, hereinafter Z9-3. 

Preferred coitpounds of formula .Z9 include those where Rs 
is N- [hydroxy (C4 alkyl) ] -N-methylamino.. Particularly preferred 
are those where Rs is { hydroxy- 1 -bu ty 1 ) -N-me thy 1 amino. By 
~hydrox/-t-butyl'' is meant a 1-Hydroxy-l-methyl-ethyl group. 

Other preferred compounds include those of Z9, Z9-l/ Z9-- 
lA, Z9-2, and Z9-3^. wherein Ri is ethyl or isopropyl. More 
preferably, Ri is ethyl. 

Other preferred compounds of the invention are those of 
formula ZlO 
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ZIO 

or a pharmaceutically acceptable salt thereof, wherein 

Ri is C2-C3 alkyl; 

R2 and R3 are both hydrogen; or 

Rf and Rg are independently halogen; 

R5 and Re are independently C1-C4 alkyl; and 

Rd is Ci-C2 alkyl (preferably methyl) , N-hydro3cy(C2-C3) alkyl -N- 
{Ci-C2)alkylaiiiino, or C1-C2 alkylamino. 

Other preferred compounds of the invention are those of 
formula Zll 




Zll 

or a pharmaceutically acceptable salt thereof, wherein 
X is nitrogen or CH; 

Ri is C2-C3 alkyl, amino, mono (Ca-Ca) alkylamino, di(Ci-C3) 

alkylamino, amino (C1-C3) alkyl, mono (d-Cs) alkylamino ( Ci- 
C2) alkyl, or di {C1-C3) alkylamino (C1-C2) alkyl; 

R2 and R3 are both hydrogen; or 

Rf and Rg are both hydrogen or independently halogen; 
Rs and Rg are independently methyl or C2-C3-C4 alkyl, where at 
least one of R5 and R« is not methyl. 

Preferred compounds of Zll include those where at least 
one of Rs and Rg is C3 alkyl, hereinafter compounds of Zl-1. 
Even more preferred compounds of Zll are those where each of R5 
and Rg is propyl . 

Preferred compounds of Zll and Zll-1 are those where X is 
CH. More preferably, Ri is di(Ci-C2 ) alkylamino. Even more 
preferred are those where at least one of R5 and Rg is propyl. 
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Other preferred coitipounds of Zll-1 are those where X is 
nitrogen. More preferably, both of R5 and Re are not methyl. 
Other more preferred compoxinds of Zll-1 are those where Ri is 
di(Ci-C2)alkylamino(Ci-C2)alkyl. More preferably, the di(Ci- 
C2) alkylamino (C1-C2) alkyl group is N,N-dimethyl- (Ci-C2)alkyl . 

Other preferred corapoiinds of the invention are those of 
formula Z12 




w 

Z12 

10 or a pharmaceutically acceptable salt thereof, wherein 
Ri is C2-C3 alkyl,; 
R2 and R3 are both hydrogen; or 

R2^/ Rsf and the carbon to which they are attached form a 
cyclopropyl ring; 
15 Rf and Rg are independently halogen; 

R5 and Re are independently C3-C4 alkyl (more preferably, at 
least one of R5 and Re is propyl); and 
Rj is hydrogen or C1-C2 alkoxymethyl . 

Other preferred compounds of the invention are those of 
20 formula. Z13 




. Z13 

or a pharmaceutically acceptable salt thereof, wherein 
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Ri is C2-C4 alkynyl, C2-C4 alkyl preferably ethyl, isopropyl, or 

trif luoromethyl ; 
R2 and R3 are both hydrogen; or 

R2 and R3 together form a 3-meinbered ring, with the carbon atom 

to which they are attached; 
Rf and Rg are independently halogen; and 
R5 and Re are independently C3-C4 alkyl; or 

one of R5 and Re is methyl or ethyl and the other is C3 or 04,5 
(butyl) alkyl. 

Preferred compounds of formula'" Z13 include those where Ri 
is ethyl , n-propyl , isopropyl , or trif luoromethyl , more 
preferably ethyl or isopropyl. Even more preferred are 
compounds where R5 and Re are independently propyl or butyl. 
Still, more preferred are compounds where both of R2 and R3 are 
hydrogen. Particularly preferred are those wherein Rf and Rg 
are both chloro* or fluoro. 

Other preferred compounds of Z13 are those where Ri is 
ethyl or trif luoromethyl, hereinafter compounds of Z13-1. 
Among these, compounds where R5 is methyl, ethyl or propyl and 
Re is C3-C4 alkyl are more preferred'. Even more preferred are 
those where Re is propyl or butyl. Particularly preferred are 
those where Re is butyl and R5 is methyl. 

Other preferred compounds of Formula Z13 are those where 
Rs is methyl, hereinafter compounds of Z13-2. Preferred 
compoxmds of Z13-2 include those where Rf and Rg are both 
chloro or fluoro. More preferably, both of R2 and R3 are 
hydrogen. 

Other preferred compounds of Formula Z13 are those wherein 
both of R2 and R3 are hydrogen; and 
Ri is C2-C3 alkynyl. 

Still other preferred compounds of Formula Z13 are those 
wherein R5 and Re are independently propyl or butyl, 
hereinafter Z13-3. More preferably, in compounds of Formula 

-85" 
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Z13-3, both of R2 and R3 are hydrogen. Still more preferably, 
Rf and Rg are both chloro or fluoro. Even more preferably, R2 
and R3 together form a 3-membered ring with the carbon atom to 
which they are attached. 
5 Other preferred compoxinds of the invention are those of 

formula Z14 




' Z14 . - • 

or a pharmaceutically acceptable salt thereof, 'wherein " 
10 one of X or Xi is nitrogen or N*-6" while the other is CH; 
Ri is C2-C4 alkynyl, cyano, or C1-C3 alkyl; 
R2 and R3 are both hydrogen; or 

R2 and R3 together form a 3-meinbered ring with the carbon a:tom 
to which they are attached; 
15 Rf and Rg are independently halogen; 

Rp is hydrogen,.. C1-C2 alkyl, or oxazolyl; and 
. . R5 and Re are independently C3-C4 alkyl . 

Preferred compounds of formula Z14 include those where X 
is nitrogen;. Ri is C1-C2 alkyl; R2 and R3 are hydrogen; and Rp is 
20 . hydrogen, C1-C2 alkyl, or oxa2ol-2-yl. 

Other preferred compounds of Z14 are those where X is 
nitrogen; Ri is C2-C3 alkynyl; R2 and R3 together form, a 3- 
membered ring with the carbon atom to which they are ' attached; 
and Rp is C1-C2 allcyl . Even more preferred are compounds where 
25 X is nitrogen; and Ri is C2 alkynyl. 

Other preferred compoxinds of Z14 are those where X is 
nitrogen; Ri is C1-C2 alkyl, preferably ethyl; R2 and R3 are 
hydrogen; and Rp is hydrogen, C1-C2 alkyl, or oxa2ol-2-yl. 
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Still other preferred compounds of Z14 are those where X 
is nitrogen; Ri is C1-C2 alkyl; R2 and R3 are hydrogen; and Rp is 
hydrogen, C1-C2 alkyl, oxazol-2-yl, or cyano. More preferably, 
Rp is cyano, methyl or oxazol-2-yl. Even more preferably, Rp 
is methyl. Equally preferably, Rp is oxa2ol-2-yl. Equally 
preferably, Rp is cyano. 

Yet other preferred compounds of Z14 are those wherein x 
is nitrogen; Ri is C2-C3 alkyl; R2 and R3 together form a 3- 
membered ring with the carbon atom to which they are attached; 
and Rp is C1-C2 alkyl . 

Preferred coii?)ounds of Z14 include those where Rf and- Rg 
are both chloro or fluoro. Still other preferred compounds of 
Z14 are those where R5 and Re are independently propyl or 
butyl. V 

Yet still other compounds of Z14 include those wherein Rf 
and Rg are both chloro or fluoro, and R5 and Rg are' 
independently propyl or butyl. 

Still other compounds of formula Z14- include those . wherein 
X is CH and X' is N. More preferably, Rp is is . cyano, methyl 
or oxazol-2-yl. More preferably, Rf and Rg are,, both chloro or 
fluoro, and R5 and Rg are independently propyl or butyl.-- 
Equally preferably, compounds of Z14 include those wherein R2 
and R3 together form a 3-membered ring with the carbon atom to 
which they are attached. 

Still other preferred compounds of the invention are those 
of foiraiula Z15 




Z15 

or a pharmaceutically acceptable salt thereof, wherein 
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20 



Rc is a group of the formula 



Vr' 



where one of X and X' is nitrogen and the other 
is CH and Ri is C2-C4 alkyl or -(C1-C2 alkyl) -N(Ci-C2 
alkyl) (C1-C2 alkyl) ; 
5 Rf and Rg are independently halogen; 
Rp is C1-C2 alkyl; and 

R5 and Re are independently hydrogen or C3-C4 (sec butyl) alkyl. 

Preferre'd cbntpouhds of Z15 include those where x is ' 
nitrogen; X' is CH; and R5 and Re are independently propyl or 
10 butyl. 

Other preferred compounds of Z15 are those where X is CH; 
X' is nitrogen; and R5 and Re are independently propyl or 
butyl. More preferably, Ri is -CH2N(CH3)CH3, or ethyl. Still 
more preferably Ri is -CH2N{CH3)CH3. 
15- Particularly preferred compounds of Z15 include those 

where one of R5 and Re is hydrogen and the other, is C4 butyl, 
more preferably sec -butyl . 

Other preferred compounds of the invention are those- of 
formula Z16 



Z16 

or a pharmaceutically acceptable salt thereof, wherein 
Rs is methylamino, ethylamino, C3 alkylamino, di (Ca-alkyl) amino, 
or a group of the formula 



Rg 



2^ Where R<, is C1-C2 alkoxy.(Ci-C2) alkyl; 

Ri is C2-C3 alkyl; 
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R2 and R3 are both hydrogen; and 

Rf and Kg are independently halogen. 

Other preferred compounds of the invention are those of 
formula Z17 



5 




or a pharmaceutically acceptable salt thereof, wherein 
Z is CH2 when the dashed line represents a single bond or CH or 
a nitrogen atom when* the dashed line represents a double 
10 bond; 

Ri is C2-C3 alkyl,; 
•R2 and :.R3 are both hydrogen; or * 

R2, R3 and the carbon to which they are attached form a 

cyclopropyl ring; 
15 Rf and Kg are independently halogen; 

Rp is hydrogen, cyano, C1-C3 alkyl, amino, N-(Ci-C3 

alkylsulfonyl)-N-( (Ci.-C3).alkyl)amino,Jgood when Z=CH) , 2- 

oxazolyl, or' 1-pyrrolyl optionally substituted in the 2 

and 5 positions with C1-C2 alkyl; and 
20 Rj is C1-C5 alkyl. 

Preferred coinpounds of formula 217 include those where Rp 
is -N(CH3)S02(Ci-C2 alkyl); and Ri is ethyl. 

Other preferred compounds of formula Z17 include those 
where Z is CH2, hereinafter ' cortpovinds of Z17-1. Preferred 
25 compounds of Z17-1 include those where Rp is N-(Ca-C3 
alkyl sulfonyl ) -N- { (C1-C3) alkyl) amino . 

Other preferred coitqpounds of Z17 are those where Rj is 
methyl . 
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Still other preferred compoxinds of Z17-1 are those where 
Rp is N-{methylsulfonyl)-N-( (Ci-C2)alkyl)amiho; and Rj is C3-C4 
allcyl; preferably butyl, hereinafter Z17-2, 

Preferred confounds of Z17-2 include those wherein Rp is 
5 -N(CH3)S02(Ci-C2 alkyl); and Ri is ethyl. 

Other preferred compounds of Z17 are those where Rp is 2- 
oxazolyl. In these coitpounds , Z is preferably CH2 or CH. More 
preferably, Z is CH. 

Other preferred compounds of Z17 are those where Rp is 
10 cyano; Z is CHa -or CH;- and Rj is C3-C4 alkyl. Preferably, Z is 
CH and Rj is butyl • 

Still other preferred coitpounds of Z17, Z17-1, and Z17-2 
are those wherein at least one of Rf and Rg is fluorine. More 
preferably, both are fluorine. 
.15 Still other preferred compounds of Z17, Z17-1, and Z17-2 

are those wherein R2, R3:, and the carbon to which they are 
attached form a cyclopropyl ring. 

Other preferred compounds of the invention are those of 
formula Z18 




20 \=J 

Z18 

.or. a pharmaceutically acceptable salt thereof, wherein 

both of X and X' are CH, or one of X and X' is nitrogen and the 

.other. is._ CH; - . 

25 Ri is C2-C3 alkynyl, Ci,2-C3 alkyl, amino, mono (C1-C3) alkyl amino, 
or di(Ci-C3) alkylamino, aminoalkyl, mono(Ci" 
C3)alkylamino(Ci-C2) alkyl, di (Ci-C3)alkylamino(Ci-C2) alkyl, 
CF3, C1-C2 alkoxy, halogen, -NHS02{Ci-C2 alkyl); 
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R2 and R3 are both hydrogen; or 

R2 and R3 together form a 3-meinbered ring with the carbon atom 

to which they are attached; 
Rf and Rg are both hydrogen or independently halogen; 
R5 and Re are independently Ci,2,3-C4 alkyl; or 
one of R5 and Re is methyl or ethyl and the other is C3 or C4 

alkyl, preferably butyl. 

Preferred coicpoimds of Formula Z18 include those where Ri 
.is...bromo or chloro . 

Other preferred compounds of Z18 include those of Z18~l, 
i.e., compounds of formula ZlB where Ri is C2-C3 alkyl. • 

Other preferred coirpounds of ZlB include those of Z18-2, 
i.e., compounds of formula Z18 where Ri is di (C1-C3) alkylamino 
and both of Rf and Rg are chloro or fluoro. 

Still other pPref erred compounds of Z18 include those of 
Z18-3, i.e., compounds of formula Z18 where Ri is di(Ci- 
C3) alkylamino {C1-C2) alkyl, and both of Rf and Rg are chloro or 
fluoro. 

More preferred compounds of formula Z18 include those 
where X is nitrogen; Rf and Rg are both fluoro; Ri is C1-C3 
alkyl; and R2 and R3 together form a 3-membered ring with the 
carbon atom to which they are attached. 

Preferred compoimds of Z18-1 include those where both X 
and X' are CH; and Rf and Rg are both chloro or fluoro, 
hereinafter compounds of formula Z18-1-A. More preferred 
compounds of Z18-1 and Z18-1-A are those where one of R5 and Rg 
is methyl or ethyl and the other is C3 or C4 alkyl, preferably 
butyl . 

Still other more preferred compounds of Z18-1 include 
compounds of formula Z18-1-B, i.e., compounds of Z18-1 where R5 
and Rg are independently C2-C4 alkyl. Preferred compounds of 
Z18-1-B include those where R5 is C2-C4 alkyl and Re is ethyl. 
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Other preferred compounds of Z18-1-A are those where one 
of R5 and Re is methyl or ethyl and the other is C3 or C4 alkyl, 
preferably butyl. More preferably, one of of R5 and Re is 
methyl. Yet other preferred compounds of Z18-1-A are those 
5 where R5 and Re are independently propyl or butyl. 

Other preferred compounds of formula Z18 are compounds of 
formula Z18-4, i.e., compounds of formula Z18 where Ri is C2 
alkynyl. Preferred compounds of Z18-4 include those where both 
10 X and X' are CH; and Rf and Rg are both chloro or fluoro. 

Other preferred compounds of Z18-4 include those wherein X 
is nitrogen and X' is CH3. 

Other preferred coir^^ounds of Z18-1-A are those where R5 
and Re are independently propyl or butyl. 
15 Still other preferred compounds of Z18 include those 

compo\inds* wherein Ri is CF3, or -NHSO2CH3; R2 and R3 are both H; 
and Rs and Re are independently C3 or C4 alkyl, hereinafter Z18- 

5. ■ " ■ ' 

Yet still other preferred compounds of Z18 include those 
20 wherein X is CH and X' is nitrogen, hereinafter Z18-6. 

Preferred compounds of any of the embodiments of Z18, Z18- 
1-A, -1-B, Z18-2, Z18-3, Z18-4, Z18-5, Z18-6 are those where R2 
and R3 together form a 3-membered ring with the carbon atom to 
which they are attached, hereinafter Z18-7. 
25 More preferred compounds of Z18-7 include those wherein at 

least one of Rf and Rg is fluoro. More preferably, both Rf and 
Rg are fluoro. • 

Other preferred compounds of the invention are those of 
formula Z19 



30 
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Z19 

or a pharmaceutically acceptable salt thereof, wherein 

Ri is C2-C3 alkyl, or C1-C2 alkoxy; 

R2 and R3 cire both hydrogen; 

Rf and Rg are independently halogen; 

Rs is C3-C9 alkyl (preferably C3-C4 alkyl) , thiazolinyl or 
thiazolidinyl . 

Preferred compoxinds of formula Z19 include those where Rg 
is 2 -thiazolidinyl or 2- thiazolinyl and Ri is C2-C3 alkyl. 

Other preferred compounds of Z19 are those where Rs is 
methyl, propyl or, more preferably, t-butyl. Still more 
preferably at least one of Rf and Rg is fluoro. Even more 
preferably, Ri is also C2-C3 alkyl. 

Other preferred compounds of formula Z19 include those 
wherein Rs is Cq alkyl. More preferably, the Cs alkyl is 
-CH2CH(n-propyl) (n-propyl) . Even more preferably Ri is" also Ci- 
C2 alkoxy. Even more preferably, Ri is methoxy. 

Other preferred compounds of the invention are those oJ 
formula Z20 





0 j 


( R2 R; 


1 






Rs ^ 




OH H 1 




Rp 





Z20 

or a pharmaceutically acceptable salt thereof, wherein 
Ri is C2-C3 alJcyl, CF3, or -NHCCa-Cg cycloalkyl) ; 
R2.and R3 are both hydrogen; or 

R2 and R3 together with the carbon atom to which they are 
attached form a 3 -member ed ring; 

Rp is pyridyl, piperazinyl, amino, amino (Ci^Cso) ) alkyl, mono(Ci- 
C2)alkylamino(Ci-C5) alkyl, di (C1-C2 ) alkyl amino {Ci- 
C(4)s)allQrl, mono(Ci-C3)al]Qrlamino, di (Ci-C3)alkylamino, 
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amino (C3-C4) alkynyl , mono (C1-C2) alkylamino {C3-C4) alkynyl, 
di (C1-C2) alkylamino (C3-C5) alkynyl, -N(Ci-C2 alkyl ) -SO2 (C1-C2 
alkyl), -NH-S02(Ci-C2 alkyl) , (C1-C2 alkyl) -S02-thienyl, 
-N(Ci-C2 alkyl) -S02{Ci-C2 haloalkyl) , di(Ci- 
C2) alkylamino (C3-C4) alkynyl, pyrimidinyl, pyrazolyl, 
imidazolyl, or C2-G4 alkynyl; 

Rf and Rg are independently halogen; 

R5 and Re are independently C3-C4 alkyl. 

Preferred compounds of Formula Z20 include those of 

formula Z20-1, i.e., confounds of Z20 where R5 and Rs are both 

C3 alkyl. 

Other preferred compounds of Formula Z20 include those of 
formula Z20-2, i.e., compounds of Z20 where R2 and R3 are 
hydrogen . 

Still other preferred compounds of Z20 are compounds of 
formula Z20-3, i.e., compounds of Z20 where R2 and R3 together 
form a 3-membered ring with the carbbn atom to which they are 
attached. 

Preferred compounds of Z20-1, -2, and -3 are those where 
Rp is 4-pyridyl, 2 -pyrimidinyl, 4-pyrazolyl, or 4-imidazolyl , 
more preferably Rp ' is 4-pyridyl, hereinafter Z20-3A. Other 
preferred compounds of formulas ' Z20--1, -^2, and -3 are those 
where Rp is diethylamino or dimethylamino, hereinafter Z20-3B. 
Still other preferred compounds of formulas Z20-1, -2, and -3 
are those Rp is amino or Ci-.Ce alkylamino, hereinafter Z2 0-3C. 
Yet other, preferred compounds of Z20-1, -2, and -3 are those 
where is 1-piperazinyl, hereinafter Z20-3D. Still other 
preferred compounds of Z20-1, -2, and -3 include compounds 
where Rp is amino (C2-C4) alkyl where the amino is optionally mono 
substituted with C1-C2 alkyl, hereinafter Z20-3E; or where Rp is 
-N(CH3) -SO2CH3, -NH-SO2CH3, -N{CH3) -S02-thien-2-yl, or -N{CH3) - 
SO2CF3, hereinafter Z20-3F. 
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Other preferred compounds of Z20 are those where Rp is 
di(Ci-C2)alkylainino(C3-C5)alkyl, more preferably, N,N- 
dimethylainino(C3-C5)alkyl, hereinafter Z20-3G. 

Particularly preferred compounds of Z20-1, -2, and -3 are 
those where Rp is 3- (mono {C1-C2) alkylainino)propyn-l-yl, • 
hereinafter Z20-3H. Other particularly preferred coinpoiinds of 
Z20 are those where Rp is 3- (mono (Ca-C2) al3cylainino)propyn-l-yl, 
3- (di(Ci-C2)alkylamino)propyn-l-yl, or 4-(di(Ci- 

C2)allQrlamino)propyn-l-yl, hereinafter Z20-3I. 

Other preferred compounds of Z20, Z20-1, -2, and -3 are 
those where Rp is di (Ci-C2)alkylamino (C3-C5)alkyl; and R5 and Rg 
are both C3 alkyl, hereinafter Z20-3J. 

Still other preferred compounds of Z20, Z20-1, -2, -3, are 
those where Rp is C2-C3 alkynyl, hereinafter Z20-4. More 
preferably, Rp is C2 alkynyl. 

Also preferred are compounds of forroulas Z20, Z20-1, -2, 
-3, -3A to -3J aiid Z2 0-4 when Ri is -NH{C3-C6 cycloalkyl) 
preferably -NHcyclopropyl . More preferably, at least one of Rf 
and Rg is fluoro." Even more' preferably, both are fluoro. 

Also preferred are compounds of formulas Z20, Z20-1, -2, 
-3, -3A to -3J arid Z20-4 when Ri is CF3. More preferably, at 
least one of Rf and Rg is fluoro. Even more preferably, both 
are fluoro. 

Other preferred conpoxmds of Z20, Z20-1, -2, -3,. -3A to 
-3 J and -4 include those wherein Ri is ethyl or isopropyl. 
Preferably Ri is isopropyl. More preferably Ri is ethyl. More 
preferably, at least one of Rf and Rg is fluoro. Even more 
preferably, both are fluoro. Still more preferably, Rf and Rg 
are attached to the 3 and 5 positions of the phenyl ring (with 
position l^being the point of attachment to the CH2 group.) 

Other preferred compoxuids of the invention are those of 
formula Z21 
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R2 R3 
OH H U 

Z21 

or a pharinaceutically acceptable salt thereof, wherein 

Ri is C2-C3 alkynyl; 

R2 and R3 are both hydrogen; 

Rp is C1-C3 alkyl; 

Rf and Rg are independently halogen; 

Rs and Re are independently C3-C4 allcyl; or 

one of Rs and Rg is methyl and the other is Cj or G4 alkyl. 

Preferred compounds of formula Z21 include those where one 
of Rs and Rs is methyl and the other is butyl, herein after 
Z21-1. 

Other preferred compounds of formula Z21 and Z21-1 include 
• those where Rp is methyl . 

Other preferred compounds of the. invention are those of 
formula Z22 




Z22 

0 or a pharmaceutically acceptable salt thereof, wherein 
Ri is C1-C2 alkyl, C2-C4 alkynyl or C3 <isopropyl) -C4 alkyl; 
R2 and R3 are both hydrogen; or 

R2 and R3 together form a 3-membered ring with the carbon atom 
to which they are attached; 
5 Rf and Rg are independently halogen; 
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Bp is C1-C3 alkyl or a group of the formula: 
RsS02- where Rs is 

R51R61N- and R51 and Rei independently represent 

hydrogen or C1-C4 alkyl groups; or 
a group of the formula: 

cvr. 

where Rt is C1-C2 alkoxy(Ci-C2) alkyl; and 
Rq is C1-C3 alkoxy(Ci-C2) alkyl, C1-C4 alkyl, -C(0)NH2/ or H. 

Preferred compounds of formula Z22 include those where Ri 
is C2 alkynyl; R2 and R3 together form a 3-membered ring with 
the carbon atom to which they are attached; and Rp is RsS02- 

where Rg is . 

Other preferred compounds of formula Z22 include those 
where Ri is C1-C2 alkyl; R2 and R3 are hydrogen; and Rp is RgSOi- 
where Rs' is C3-C4 amino, preferably propyl, moire preferably t- 
butyl amino. 

Still other preferred compounds of formula Z22 include 
those where Ri is C1-C2 alkyl; R2 and R3 are hydrogen; Rp is C1-C2 
alkyl; and Rq is C3-C4 alkyl, preferably propyl or butyl. 

Yet other preferred compounds of formula Z22 include those 
where Ri is C1-C2 alkyl; R2 and R3 are hydrogen; Rp is C1-C2 
alkyl; .and Rq is propoxy (C1-C2) alkyl . . 

Other preferred compounds of formula Z22 include those 
where Ri is C1-C2 alkyl; R2 and R3 are hydrogen; Rp is C1-C2 
alkyl; and Rq is me thoxy (C1-C2) alkyl . 

Other preferred compounds of foanmila Z22 include those 
where Ri is C1-C2 alkyl; R2 and R3 together form a 3-membered 
ring with the carbon atom to which they are attached; Rp is Ci- 
C2 alkyl; and Rq is C1-C2 alkyl. 

Other preferred compounds of formula Z22 include those 
where Ri is C1-C2 alkyl; R2 and R3 are hydrogen; Rp is C1-C2 
alkyl; and Rq is C1-C2 alkyl. 
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Particularly preferred are coiipoiands of Z22 where Ri is 
isopropyl . 

Other preferred conqpounds of Z22 include those wherein 
Rq is (R)-metho3cymethyl, methyl, propyl, (S) -propyl, (R) - 
propyl, butyl, (R) -butyl, (S) -butyl, (R) -2-inethoxyinethyl , 
or (R)-2-niethoxyethyl. 

Other preferred coii5)ounds of the invention are those of 
formula Z23 




10 \=J 

Z23 

or a pharmaceutically acceptable salt thereof, wherein 
Z is oxygen, nitrogen, or sulfur; : 
Ri is chloro, bromo, hydrogen or C1-C2 alkyl; 
15 Rf and Rg are independently halogen; and 

^ V S -"• 1":- . 

R5 and Re are independently C3-C4 alkyl; or 

one of Rs and Re is methyl and the other is C3 or C4 alkyl . 

Preferred compoxonds of Formula Z23 include those where Z " 
is nitrogen; and Rj is C1-C3 alkyl. 

20 Preferred compounds of formula Z2-3 are those where Ri is 

bromo, and Z is oxygen, hereinafter Z23-1. Other preferred 
compoxinds of formula Z23 are those wherein z is nitrogen, 
hereinafter Z23-2 . Still other preferred contpounds of formula 
Z23 are those wherein Z is sulfur, hereinafter ' conqpounds of 

25 formula Z23-3 . 

Particularly preferred conrpounds of Z23, Z23-1, Z23-2, and 
Z23-3 are those where one of R5 and Rg is methyl and the other 
is butyl. Equally preferred are those where at least one of R5 
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and Re is propyl. Still more preferably, is C1-C3 alkyl. 
Even more preferably, Ri is C2-C3 alkyl. Ri can also be ethyl. 

Other preferred compounds of the invention are those of 
formula Z24 




Z24 

or a pharmaceutically acceptable salt thereof , . wherein 

Ri is C1-C2-C3 alkyl;; 

R2 and R3 are both hydrogen; or^"^ '^^'^"^ ' " 
Rp is C1-C2 alkyl; 

Rf and. Rg are both hydrogen or independently halogen; and 
R5 and Re are independently C3-C4 alkyl. - . ^. - . 

Preferred compounds .of formula Z24 include those where. Ri 
is ethyl. More preferably, Rp is also methyl. Still more 
preferably, Rf and Rg are both halogen.. 

Other preferred . coirtpounds of the invention are those of 
formula Z25 




Rp 

Z25 



or a pharmaceutically acceptable salt thereof, wherein 
one of X and X' is nitrogen and. the other is CH or CRi; 
Ri is CX-C2-C3 alkyl 
R2 and R3 are both hydrogen; or 
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R21 R3/ and the carbon to which they are attached form a 

cyclopropyl ring; 
Rp is C1-C2 alkyl; 

Rf and Rg are independently halogen; and 
R5 and Re are independently C3-C4 alkyl. 

Preferred cbinpoiinds of Z25 include compounds where X is CH 
and X' is nitrogen. Particularly preferred compounds of 
formula Z25 include those where Ri is ethyl. Even more 
preferred is when R2 and R3. are both hydrogen. 

Other preferred compounds of the invention are those of 
formula Z26 ^ . 




....... Z26 

or a pharmaceutical ly acceptable salt thereof, wherein 
15 Ri is a group of the formula: 
Ps11 






Rs21 



N 




sii where 



one of Rsii and R'sii is hydrogen and the other is Ci- 

C3 acyl, C1-C2 alkyl or CHO; or 
one of Rsii and R'sii is methyl and the other is CHO or 

methyl , 

each Rs2i is C1-C3 alkoxy, halogen, C1-C2 alkyl or 
cyano; or 

Ri is cyclopentyl, cyclohexyl, oxazolyl, isoxazdlyl optionally 
substituted with one or two C1-C2 alkyl groups, phenyl, 
thien-2-yl optionally substituted with CHO, xmsubstituted 
thien-3-yl; 

R2 and R3 are both hydrogen; 
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Rp is C1-C2 alkyl; 

Rf and Rg are independently halogen; and 
Rs and Re are independently C3-C4 alkyl. 

Preferred coinpoxmds of formula Z2 6 include compounds of 
Z26 where Ri . is 6- (C1-C2) alkoxypyridin-2-yl . 

Other preferred compounds of formula Z26 include coinpounds 
of Z26 where Ri is 2-f ormylthien-3-yl . 

Still other preferred cort5)ounds of formula Z26 include 

compounds of Z26.^where Ri is 5-f oniylthien-3-yl . 

Other preferred compounds of formula Z26 include coitpounds- 
where Rs2i is cyano* 

Yet other preferred compounds of fonmila Z26 include 
compounds of Z26 where Ri is 5-cyanopyrid-3-yl . 

Other preferred compounds of formula Z2 6 are those of 
formula Z26-1, i.e., compounds of Z26 where Ri is 6-halopyrid-- 
3-^yl. Particularly preferred compoxmds of Z26-1 are those 
where halogen in Ri is fluoro or chloro. 

Still Qther,. preferred compounds of formula Z26 are those 
wherein Ri is a thienyl group optionally substituted with Rsll, 
or R'sll, cyclopentyl, cyclohexyl, oxazolyl, isoxazolyl 
optionally substituted with one or two C1-C2 alkyl groups, 
phenyl, or thien-2-yl optionally substituted with CHO. More 
preferably, the unsubstituted thienyl group is a thien-3-yl or 
a thien-2-yl. 

Other preferred compounds of the invention are those of 
formula Z27 




or a pharmaceutically acceptable salt thereof, wherein 
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Z is , ^ i pyridyl or the pyridyl N-oxide 

wherein the pyridyl or the pyridyl N-oxide is substituted 
with C(0)NR5R6/ wherein 

R5 and Re are independently C3-C4 alkyl; or 

R5 is methyl or ethyl and Re is C3 alkyl; 
Ri is C1-C3 alkyl or halogen; 
R2 and R3 are both hydrogen; 

-Rs is- C1-C3 alkylsulfonyl, C1-C3 alkylsulfonyl (C1-C3) alkyl, 

-NHS02(Ci-C2 alkyl), or -N(Ci-C2 alkyl) SO2 (C1-C2 alkyl); and 

Rf and Rg are independently halogen. 

Preferably Ri in compoxihds of formula Z27 is ethyl. More 

Rs 

preferably, Z is 

Equally preferably^ Rs is C1-C3 alkylsulfonyl, C1-C3 
alkylsulfonyl(Ci-C3) alkyl, .-NHSO2CH3/ or -NCH3SO2CH3. 

Other preferred compounds include those wherein Z is 
pyridyl substituted with C(0)NR5R6/ wherein R5 and Re are 
independently C3-C4 alkyl; or R5 is methyl or ethyl and Re is C3 
alkyl. More preferably, R5 and Re are propyl. Still more 

O 

Re K^J 

preferably, Z is N or the N-oxide thereof. 

Other preferred compounds of the invention are those of 
formula Z28 




Z28 

or a pharmaceutically acceptable salt thereof, wherein 
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Ri is C2-C3 alkyl; 

R2 and R3 are both hydrogen; 

R5 and Re independently represent (a) C1-C3 alkyl optionally 

sxibstituted with phenyl and (b) phenyl optionally 

substituted with halogen; and 
Rf and Rg are independently halogen. 

Preferred coirrpounds of formula Z28 include those where R5 
is methyl optionally substituted with phenyl and Re is phenyl. 

Other preferred compounds of formula Z28 include those 
where R5 is C1-C2 alkyl and Rg is 4-halophenyl, preferably 4- 
chlorophenyl . 

Other preferred conpounds of the invention are those o 
formula Z29 




. Z29 . 

or a pharmaceutically acceptable salt thereof, wherein 

X is nitrogen or N^-0"; 

Ri is C2-C4 alkynyl or C1-C3 alkyl; 

R2 and R3' are both hydrogen; or 

R2 and R3 together form a 3~membered ring with the carbon atom 

to which they are attached; 
Rf and Rg are independently halogen; 
Rp is hydrogen or C1-C2 alkyl; and 
R5 and Re are independently C3-C4 alkyl. 

Preferred compounds of formula Z29 include those where Ri 
is ethyl. More preferred compounds of formula Z29 include 
those where X is nitrogen; Rp is C1-C2 alkyl (preferably 
methyl); and Ri is ethyl. 
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Other preferred compounds of the invention are those of 



formula Z30 



Re, 




Z3 0 



5 or a pharraaceutically acceptable salt thereof, wherein 
Ri is hydrogen or C1-C3 alkyl; 
R2 and R3 are both hydrogen; 
Rp is C1-C2 alkyl; 

Rf and Rg are independently halogen; and • 
10 R5 and Re are independently C3-C4 alkyl. 

Another preferred group of coinpoiinds of the. .invention is 
represented by formula Z31 




Z31 

15 or a pharmaceutically acceptable salt thereof, wherein 
Rs is NR83iRs4i where 

Rs3i is C1-C2 alkyl; and 

Rs4i is Ci-Cs alkyl, allyl, cyano (C1-C3) alkyl, (C4- 

C7)cycloalkyl, pyridyl (C1-C3) alkyl, phenyl, phenyl (Ci 
20 C3) alkyl, amino (C1-C3) alkyl, mono (Cx-Cs) alkylamino (Ci- 



Rs is CH3, -N(Ci-C2 alkyl) phenyl, or -N{C2-C3 alkyl) (C3-C4 

alkyl); 
Ri is C2-C3 alkyl; 
25 R2 and R3 are both hydrogen; and 
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Rf and Rg are independently halogen. 

Preferred coirpounds of fonnula Z31 include those where Rs4i 
is pyridylethyl or phenylethyl. 

Other preferred compounds of Z31 are those where Rs4i is 
5 diethylamino {C1-C2) alkyl, more preferably diethylaminomethyl . 

Still other preferred compounds of Z31 are those where Rs4i 
is C3.5 alkyl. 

Particularly preferred compounds of formula Z31 include 
those where Rs is (2-cyanoethyl) (methyl) amino. 
10 Other particularly preferred compounds of formula Z31 

include those where Rs is (cyclohexyl) (methyl) amino. ' 

In a preferred aspect of formula Z3^1/''Rs4i is Ci-Ce alkyl, 
allyl, cyano (C1-C3) alkylV CC4-C7) cycloalkyl, pyridyl (Ci-C3)alkyl, 
phenyl, or phenyl (C1-C3) alkyl, 
15 In another preferred aspect of Z31, Rs4i is phenyl or 

cyclohexyl. 

In yet another preferred aspect of' Z31, Rs is 
-N(CH3) phenyl, or -N (ethyl) (C3-C4 alkyl) 

Other preferred compounds of the invention are those of 
20 formula' Z32 




- - - Z32 '".''^ 

or a pharmaceutically acceptable salt thereof, wherein 
Ri is C2-C3 alkynyl or C1-C3 alkyl; 
25 Rf and Rg are independently halogen; 

R5 and Re are independently C1-C4 alkyl. 

Preferred compounds of formula Z33 include those where R5 
and Re are C3 alkyl . . 
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Other preferred compounds of formula Z33 include those 
where R5 is methyl and Re is C3 alkyl. 

Particularly compounds of formula Z33. include those where 
Ri is ethyl . . 

5 Other particularly preferred compoiinds of formula Z33 

include those where R5. and Re are both propyl or R5 is methyl 
and Rg is propyl, hereinafter Z33-1. 

Still other preferred compounds of formula Z33 and Z33-1 
include . those wherein Ri is Ca-Ca alkynyl (preferably C2 
10 alkynyl) . 

Other preferred compounds of the invention are those of " 
formula Z33 




0=S=0 - ' 
I 

... ..Rg , 

- Z33 



15 or a pharmaceutically acceptable salt thereof, wherein 

Rs is C1-C4 alkyl; , 

Rm is C1-C4 alkyl ; 

Ri is C2-C3 alkyl; 

R2 and R3 are both hydrogen; and 
20 Rf and Rg are independently halogen. . " . " 

Other preferred coitpounds of the invention are those of 

formula Z34 




Z34 

25 or a pharmaceutically acceptable salt thereof, wherein 
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Em is C1-C4 alkyl; 
Ri is C2-C3 alkyl; 
.R2 and R3 are both hydrogen; and 
Rf and are independently halogen; 
Z is S, S(0), 5(0)2/ or 0 . 

Preferred coitpounds of formula Z34 include those where Z - 
is S or S(0). More preferably, Ri is C2 alkyl. 

Other preferred coitipoxinds of the invention are those of 
formula Z35 




\=J 

Z35 

or a pharmaceutically acceptable salt thereof, wherein 
one" of X and X' is CH and the other is N; 

Ri is C2-C4 alkynyl; amino (C1-C3 ) alkyl, mono (C1-C3) alkylamino (Cl- 
C2)aikyl, or di(Ci-C3)alkylamino(Ci-C2) alkyl; 
R2 and R3 are both hydrogen; or 

R2 and'-Rj together form a 3-membered ring with the carbon* atom 

to which they are attached; 
Rf and Rg are independently halogen; 
R5 and Re are independently C1-C3-C4 alkyl. 

Preferred compounds" of formula Z35 include those where R2 
and R3 together form a 3-membered ring with the carbon atom to 
which they are attached; X is N; and X' is CH, hereinafter Z35- 
1. 

Other preferred corapoiinds of formula Z35 include those of 
formula Z35-1, i.e., compounds of Z35 where R2 and R3 are 
hydrogen; X' is N; and X is CH, hereinafter Z35-2. 
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More preferred compotinds of Z35, Z35-1, and Z35-2 include 
those where Ri is C2.alkynyl. More preferably, Ri is also 
di(Ci-C3)alkylainino(Ci-C3)alkyl, Even more preferably, Ri is 
dimethylamino (C1-C2 ) alkyl . 

Other preferred compounds of the invention are those of 
formula Z36 




Z36 . 

or a pharmaceutically acceptable salt thereof, wherein 

Ri is C2-C3 alkyl, ; - - - 

R2 and.Rs are.. -both hydrogen; 

Rf and Rg are. independently halogen; 

Rp is hydrogen, cyano, C1-C3 alkyl, amino, N-{Ci-C3 

alkylsulfonyl)-N-( (Ci-C3).alkyl)amino, 2-oxazolyl, or 1- 
pyirrolyl optionally substituted in the 2 and 5 positions 
with C1-C2 allcyl; 

Ra is C1-C3 alkyl, H or trif luoromethyl.; and 

Rj is C1-C5 alkyl. 

Preferred compounds of Z36 include those where Rj is 
methyl or ethyl and Rp is hydrogen, methyl, or ethyl. 

Other preferred compounds of Z36 include those where Rj is 
methyl and Rp is hydrogen. 

Other preferred compounds of the invention are those of 
formula Z37 
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Z37 



or a pharmaceutically acceptable salt thereof, wherein 
X is nitrogen or iT-O"; 
5 Ri is C2-C4 alkynyl, cyano, C1-C3 alkyl, or CF3; 
R2 and R3 are both hydrogen; or 

R2 and R3 together foonna a 3-meinbered ring with.. the .carbon atom 

tQ which they are attached; 
Rf and Rg are independently halogen; 
10 Rp is hydrogen, cyano or C1-C2 alkyl; and 
R5 and Re are independently C1-C4 alkyl. 

Preferred compoxinds of formula Z37 include those of 
formula Z37-1, i.e., compounds of Z37 where X is N. Preferred 
compounds of Z37-1 include those where Rp is cyano. More 
15 preferred compounds of Z37-1 are those where R5 is methyl and 
Re is C2-C4 alkyl. Particularly preferred compoxinds of Z37-1 
are those where Re is propyl. 

Other preferred coir^^ounds of formula Z37 include those 
wherein Ri is C2-C3 alkyl; Rp is methyl or ethyl; and R5 and Rg 
20 are independently C3-C4 alkyl. More preferably, R2 and R3. are 
also hydrogen. 

Other preferred compounds of Z37 include those wherein 
Ri is C2-C3 alkynyl, or C2 alkyl; and Rp is methyl. 

Still other preferred compounds of Z37 include those 
25 wherein Ri is CF3. More preferably, Rp is also methyl. Even 
more preferably X is CH. . 

Other preferred compounds of the invention are those of 
formula Z38 
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Rp 

Z38 

or a pharmaceutically acceptable salt thereof, wherein 
Ri is hydrogen, methyl, or -CH2OH; 
5 R2 and R3 are both hydrogen; or 

R2 and R3 together with the carbon atom to which they are 

attached form a 3 -member ed ring; . 
Rp is. C2-C3 alkynyl or C1-C3 alkyl; 
Rf and Rg are independently halogen; 
10 R5 and Re are independently C3-C4 alkyl, or iV- > v. 

R5 is methyl and Re is C3-C4 alkyl. 

In preferred compounds of Formula Z38 include those 
wherein Rp is methyl, hereinafter Z38-1, 

Other preferred compounds of Formula Z38 include those 
15 wherein Rp is C2 alkynyl, hereinafter Z38-2. 

Other preferred compounds of Z38, Z38-1, and Z38-2 include 
those wherein Ri is hydrogen and R2 and R3 are both hydrogen, 
hereinafter Z38-3. Preferred compounds of Z.38-3 include those 
wherein R5 and Re are both C3-C4 alkyl. Even more preferably, 
20 both are C3 alkyl. 

Still other preferred compounds of Z38, Z38-1, and Z38-2 
include those wherein Ri is hydrogen and R2 and R3 form a 3- 
membered ring, hereinafter Z38-4, 

Other preferred compounds of Z38, Z3 8-1, and Z38-2 include 
25 those wherein Ri is -CH2OH. Preferably, R2 and R3 are also 

hydrogen, hereinafter Z38-4A. . w.- . - 

Even more preferred compounds of Z38 are those where Ri is 
hydrogen and R2 and R3 together with the carbon atom to which 
they are attached form a 3-membered ring, hereinafter Z38-5.. 
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Preferred corapoiinds of formula Z38-5 include those wherein 
Bp is C2-C3 alkynyl (preferably C2 alkynyl) or methyl. More 
preferably, at least one- of R5 and Re is C3 alkyl. Still more 
preferably, R5 is methyl or propyl and Re is propyl, 
5 hereinafter Z38-5A. 

Still other preferred Z38, Z38-l,Z38-2, Z38-3, Z38-4, Z38~ 
4A, Z38-,5 and Z38-5A include compounds are those where Rf and 
Rg are both chloro or fluoro. Particularly preferred among Z38 
compounds are . those, where Rf and Rg are both fluoro and are in 
10 the 3 and 5 positions with respect to the point of attachment 
of the phenyl group. 

Other preferred compounds of the invention are those of 
formula Z39 




15 Z39 

wherein . . * " 

Ri is C2-C3 alkyl; . . - 

R2 and R3 are both methyl or - . . 

R2, R3/ and the carbon to which they are attached form a 
20 cyclopropyl ring; 

Rf and Rg are independently halogen; 

R5 and Re are independently'" C3-C4 alkyl; and . . 

Rfl is -NH(Ci-C4 hydroxyalkyl) . 

Preferred compounds of Z39 include those wherein the 
25 hydroxyalkyl group is 2 -hydroxy 1, 1, dimethyl ethyl. More 

preferably, Ri is also ethyl. 

Preferably R2 and R3 are both methyl. .Equally preferably, 

R2/ R3# and the carbon to which they are attached form a 

cyclopropyl ring. 

-Ill- 
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Other preferred compounds of the invention are those of 
formula Z40 




. 5 wherein 

Ri is C2-C3 alkynyl; 

R2 and R3 are both hydrogen; or 

Rf and Rg are independently halogen; 

R5 and Re are independently C3-C4 allcyl; and 

10 Rs is -NH(C2-C4 hydroxyalkyl) . 

Preferred cortpounds of Z40 include those wherein the 
hydroxyalkyl group is 2-hydroxy-l, 1, dimethyl ethyl; or 2- 
hydroxyethyl . 

Other preferred conpounds of the invention are those of 
15 f pDonula Z41 . * 




Z41 

wherein, 

Rc is C4-C5 alkyl; cyclopropyl; . tetrahydronaphthylenyl; -CH(C2 
20 alkyl -S-(Ci-C2) alkyl)C(0)NH(C4 alkyl); -CH(C2 alkyl-SOa- 

(C1-C2) alkyl )C(0)NH(C4 alkyl) 7 pyrimidyl optionally 
substituted with C3-C4 alkyl; thiochroman 1,1-dioxide; 
-CH2-thiazolyl optionally substituted with C3-C4 alkyl, or 
-CH2--isoxazolyl optionally substituted with C1-C5 alkyl; 
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Rf and Rg are independently halogen; 

Rp is -NHSO2CF3, -S02NH(C3-C4 hydroxyalkyl) , --NHSO2CH3, oxazol-2- 

yl, or C2-C4 alkynyl; and 
R5 and Re are independently C3-C4 alkyl. 

Preferred coittpoiHids of Z41 include those wherein 
Rc is C4-C5 alkyl (preferably isobutyl or isopentyl); 
cyclopropyl; tetrahydronaphthylenyl; -CH(C2 alkyl-S- (C1-C2) 
alkyl)C{0)NH(C4 alkyl); -CH(C2 alkyl-S02- {C1-C2) alkyl )C(0)NH(C4 
alkyl); pyriirddyl optionally substituted with C3-C4 alkyl; 
thiochroman 1, 1 -dioxide; "CH2-thia2olyl optionally siibstituted 
with C3-C4 alkyl, hereinafter Z41-1. 

More Preferred coitpounds of Z41-1 include those wherein 
Rc is isobutyl; 1, 2 , 3 , 4-tetrahydronaphthylen-l-yl, -CH(CH2CH2 - 
S-CH3)C(0)NH(Ci-C5 alkyl) where the alkyl group is preferably 
isobutyl, or 2-tert butylpyrimidin-4-yl, hereinafter Z41-2 . 

Other preferred compounds of Z41 include those wherein 
Rp is -S02NH(2-hydroxy-l,l-dimethylethyl) , hereinafter Z41-3. 

Other preferred compounds of Z41,"Z41-1, Z41-2, and Z41-3 
include those wherein R5 and Re are both C3 alkyl. 

Other preferred compounds of Z41 include those wherein 
Rp is oxa20l-2-yl; and Rc is -CH2- {2-isobutylthiazol"5"yl) ; - 

Still-.other- preferred compounds of Z41 include those 
wherein Rp is C2-C3 alkynyl (preferably C2 alkynyl) and Rc is 
-CH2- (2-isobutylthiazol-5-yl) . 

Yet other preferred compounds of formula Z41 include those 
wherein Rp is -CH2-isoxazolyl optionally substituted with C1-C5 
alkyl. More preferably/ Rp is -CH2"isoxazol-5-yl . Even more 
preferably, it is -CH2- (3-isobutylisoxazol-5-yl) . Even more 
preferably Rp is also 02-03 alkynyl. Still more preferably R5 
and Re are both C3 alkyl. 

Other preferred compounds of the invention are those of 
formula Z42 
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Z42 



wherein 

Ri is C2-C3 alkyl, or halogen; 
5 R2 and R3 are both hydrogen; or 

R2, R3, and the carbon to which they are attached form a 

cyclopropyl ring; 
Rf and Rg are independently halogen; and 
Ra is -NH-SO2CF3, oxazol-2-yl, -N { CH3 ) SO2CH3 , -N(C3-C4 
10 hydroxyallcyl)S02(Ci-C2 alkyl), and Rp is H; or 

Ra is H and Rp is -NH-SO2CF3/ '"-CH2SO2 (C1-C2 alkyl) where the 

alkyl group is preferably methyl; or 
Rffi is -C (0) pyrrol idinyl and Rp is OH.* 



Preferred conpoiinds of formula Z42 include those wherein 



15 Rffi is H and Rp is -NH-SO2CF3, -CH2SO2 (C1-C2 alkyl), hereinafter 
Z42-1. Also preferred are compounds of Z42 wherein Rm is -NH- 
SO2CF3, oxazol-2-yl, -N ( CH3 ) SO2CH3 / -N{C3-C4 hydroxyalkyl) SO2 (Ci- 
C2 alkyl), and Rp is H, hereinafter Z42-2. 



Preferred cortpounds of Z42, Z42-1, and Z42-2 include those 



20 wherein Rl is ethyl, bromo, or iodo. More preferred is when R2 
and R3 are also both hydrogen; 

Other preferred compovmds of the invention are those of 
formula Z43 




25 



Z43 
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wherein 

Ri is C2-C5alkyl, Cs-Ce cyanoalJcyl, C3-C6 alkehyl, -NHSO2 {C1-C2 
alkyl), C4-CS haloaliyl, -C3 alkyl-C02-(Ci-C2 alkyl) , CN, 
-N{Ci-C2 alkyl) S02(Ci-C2 alkyl), -S02(Ci-C2 alkyl), -S(0)(Ci- 
Ce alkyl), -NH-(C3-C6 cycloalk/1), or -OC (0)N(Ci-C2 
alkyl) (C1-C2 alkyl) , 

R2 and R3 are both hydrogen; 

Rf and Rg are independently halogen; 

Rp is C1-C2 alkyl;. ' 

R5 and Re are independently C3-C5 alkyl, C1-C2 alkoxy C1-C3 

alkyl, or C3-C5 alkenyl (preferably C3 alkenyl) or 
Rs is H and Re is C4-Ce alkyl or (C1-C2 alkoxy) - (C2-C3 alkyl),; 
Rs is ethyl and Re is C2-C3 hydroxyalkyl or -(C1-C2 alkyl )-N(Ci- 
C2 alkyl) (C1-C2 alkyl); or 

Rs is CH3 and Re is C4-C5 alkyl, cyclohexyl, - (C1-C2 alkyl )- 
phenyl, - (C1-C2 alkyl ) -pyr idyl , or -CH2-furyr; or = 

Rs is methyl or ethyl and Re. is (01-02 alkoxy) - (C2-C3 alkyl) or 
-CH2-(C3-C6 cycloalkyl), or 

Rs, Re, and the nitrogen to which they are attached form a 

piperidinyl riiig optionally substituted with C3-C4 alkyl 
or OH, . azepanyl, pyrrolidine-2-carboxylic acid amide, 3- 
hydroxypiperidin-l-yl . 

Preferred compounds of formula Z43 include those wherein 
Ri is C2-C4 alkyl, hereinafter Z43-1. Preferably, Ri is ethyl, 
isopropyl, isobutyl, sec-butyl, or isopentyl. More preferably 
ethyl or isopropyl, Still more preferably ethyl. 

Other preferred compounds of formula Z43 and Z43-1 include 
those wherein R5 and Re are simultaneously ethoxyethyl 
(hereinafter Z43-1A) , R5 is propyl and Re is butyl (hereinafter 
Z43-1B) , Rs is ethyl and Re is butyl (hereinafter Z43-1C) , Rg is 
methyl or ethyl and Re is -CH2- (cyclopropyl) , isobutyl, or O2-C4 
alkynyl (hereinafter Z43-1D) , or R5 is ethyl and Re is propyl 
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(hereinafter Z43-1E) , or R5 is hydrogen and Re is sec-butyl 
(hereinafter Z43-1F) . 

Even more preferred compovinds of .Z43, Z43rl, Z43-1A, Z43- 
IB, Z43-1C, Z43-1D, Z43-1E and Z431F are those wherein Rp is 
methyl or C2 alkynyl. 

Other preferred compounds of formula Z43 include those ' 
wherein. R5. Re, and the nitrogen to which they are attached 
form a 2 -propyl piperidin-l-yl ring. 

Still other preferred compounds of formula Z43 include 
those wherein Ri is cyclopentyl, cyclohexyl, propenyl, allyl/ 
or -(C3-C6 alkyl)-CN,: 4-chlorobutyl,. 3-pyridyl, methyl 2- 
methylpropanoate, hex-5-enyl, CN, -N(CH3) SO2CH3, -S02(ai2CH3, 3- 
inethylpyrid-2-yl, oxazol-2-yl, 3 , 5-dimethylisoxa2ol-4-yl, 3- 
inethylthien-2-yl, 2-pyridyl, 4-carbaldehydefuran-5-yl, and 2- 
carbaldehydethien-5-yl , 2-carbaldehyde-3-methylthien-5-yl , 2- 
methoxypyridin-4-yl, -NH-cyclopropyl , -NHSO2CH3;. and Rp is 
methyl, hereinafter Z43-2. Preferred compounds of formula Z43- 
2 include those wherein R5 and Re are also both C3 alkyl*- Also 
preferred is when R5 is ethyl and Re. is butyl. 

Preferred compounds of Z43, Z43-1, and Z43-2 include those 
wherein Ri is C2-C3 alkynyl (preferably C2 alkynyl) , hereinafter 
Z43-3, 

Preferred compounds of Z43, Z43-1, Z43-2, and Z43-3 
include * those wherein R5 and Re are independently C3-C5 alkyl, 
C1-C2 alkoxy C1-C3 alkyl. Other preferred compounds of Z43, 
Z43-1, Z43-2, and Z43-3 include those wherein R5 is H and Re is 
C4,5-C6 alkyl or (C1-C2 alkoxy) - (C2-C3 alkyl). Still other 
preferred compounds of Z43, Z43-1, Z43-2, and Z43-3 include 
those wherein R5 is ethyl and Re is C2-C3 hydroxyalkyl or ~(Ci-C2 
alkyl) -N(Ci-C2 alkyl) (C1-C2 alkyl). More preferably, the -(C1-C2 
alkyl) -N(Ci-C2 alkyl) (C1-C2 alkyl) is -(Ci-C2 alkyl) -N(CH3) 2 . 

Yet still other preferred compounds of Z43, Z43-1, Z43~2, 
and Z43-3 include those wherein R5 is CH3 and Re is C4-C5 alkyl, 
cyclohexyl, -{C1-C2 alkyl ) -phenyl , -(C1-C2 alkyl) -pyridyl, or - 
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CH2-furyl. Preferably, R5 is CH3 and Rg is C4-C5 alkyl, 
hereinafter Z43-4. still yet other preferred coit5)ounds of Z43, 
Z43-1, Z43-2, and Z43-3 include those wherein R5 is methyl or 
ethyl and Rg is {C1-C2 alkoxy) - {C2-C3 alkyl). 

Other preferred contpounds of Z43, Z43-1, Z43-2, and Z43-3 
include those wherein R5, Rg, and the nitrogen to which they 
are attached form a piperidinyl ring optionally substituted 
with. C3-C4 alkyl or OH, azepanyl, pyrrolidine- 2 -carboxylic acid 
amide, or 3-hydroxypiperidin-l-yl . 

Further preferred contpounds Z43, Z43-1, Z43-2, Z43-3, and 
Z43-4 include those wherein Rp is methyl. 

Other preferred compounds of the invention are those of 
formula Z44 




Z44 - 

wherein ' • 

Ri is C2-C3 alkyl, halogen, -NHCCa-Cg cycloalkyl) preferably the 

eye loalkyl group is a cyclppropyl group, 
Rf and Rg are independently halogen; 

is C1-C2 alkyl, oxazolyl, thiazolyl, or C2-C3 alkynyl; 
R2/ R3/ and the carbon to which they aure attached form a 

cyclopropyl ring; or 
R2 and Ra are both methyl; 

Rs and Rg are independently C3-C4 alkyl; or 
R5 is methyl and Rg is C3-C5 alkyl. 

Preferred contpounds of formula Z44 inlude those wherein R2 
and R3 are both methyl; and R5 and Rg are independently C3-C4 
allqrl, hereinafter Z44-1. 
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Preferred compo\inds of formula Z44 and Z44-1 include those 
wherein Rp is oxazol-2-yl or thiazol-2-yl . 

Preferred contpounds of formula Z44 inlude those wherein Rp 
is C2-C3 alkynyl; and R5 and Re are independently C3-C4 alkyl. 
5 Also preferred are compounds wherein Rl is bromo, chloro, 

or iodo or -NH(cyclopropyl) • 

Other preferred conrpoiinds of the invention are those of 
foimula Z45 




Rp 



10 . Z45 

wherein . . 

Rc is isoxazolyl optionally sixbstituted with C3-C5 alkyl, 

J:hiazolyl optionally substituted with C3-C4 alkyl.,. or -Ci- 

C3 alkyl-C(0)NH(Ci-C3 alkyl) ; 
15 Rf and Rg are independently halogen; 

Rp is Ci"C2 alkyl/ oxazolyl, thiazolyl, or C2-C4 allc/nyl; 
R5 and Re are independently C3-C4 alkyl. 

Preferred compounds of formula Z45 include those wherein 
Rp-is oxazol-2-yl or thiazol-2-yl, hereinafter Z45-1, More - . 
20 preferred compoimds of Z45-1 include those wherein Rc is 3- 

isobutylisoxazol-5-yl or N-isobutyl-2-methylpropion-2-yl amide; 
and Rf and Rg are independently CI or F. 

Other preferred compounds of formula Z45 include those 
wherein Rc is 2-isobutylthiazol-2-yl; and Rf and Rg are 
25 independently CI or F. 

Still other preferred compounds of formula Z45 include 
those wherein Rc is 3-isobutylisoxazol-5-yl or N-isobutyl-2- 
' inethylpropion-2-yl amide; Rf and Rg are independently Cl or F; 
and Rp is C2-C3 allQaiyl. 
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Other preferred confounds of the invention are those of 
formula Z46 




Rg R3 

Hal - 

Z46 ... 

5 wherein 

H^. is. .a halogen; 

Ri is C1-C2 alkyl, or halogen; 

R2 and R3 are both hydrogen; 

Rf and Rg are independently halogen; 
iO Rj is C1-C2 alkyl; 

R5 and Re are independently C3-C4 allQrl. 

'^^^^^rred coirpounds of fonmila Z45 include those wherein 

Hal is bromo or chloro. More preferably, is also methyl, 

ethyl, bromo or iodo.. More preferably Ri is methyl or ethyl. 
15 Even- more preferably, it is ethyl. 

Other preferred confounds of the invention are those of 
formula Z47 




Z47 



20 n is 0, 1 or 2; 

Ri is C1-C2 alkyl; 

R2 and R3 are both hydrogen; 
^ are independently halogen; 

Rs is (C1-C2 alkoxy)-(Ci-C2 alkyl). 
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Preferred coinpoimds of Z47 include those wherein Rs is 
methoxymethyl . Preferably n is 1. 

Other preferred coBnpoxinds of the invention are those of 
formula Z48 




Z48 

wherein 

Ri is C1-C2 alkyl; 

B2 and R3 are both hydrogen; 
10 Rf and Rg are independently halogen; 

Rp is isoxazole optionally substituted with C1-C2 alkyl; 

R5 and Re are independently C3-C4 alkyl. 

Preferred coirpounds of formula Z48 include those wherein 

Rp is 3-rtiethylisoxazol-4-yl, 5-oxazolyl, 3-oxazolyl, 3- 
15 inethyloxazol-2-yl, 3-ethyloxazol-2~yl . 

Preferred compounds of Z1-Z48 include those wherein at 

least one of Rf and Rg is fluoro. More preferably, both are 

fluoro. Even more preferably, Rf and Rg are in the 3 and 5 

positions with respect to the point of attachment of the phenyl- 
20 group. 

In another aspect, the invention includes compounds of the 
formula Z49 : 



v^ri 9 H 

.-N^ ^Ri 



25 Z49 
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f 

wherein Ya is \^ or -N(C3l2CH2CH3)2; 
Rf and Rg are both hydrogen or taken together with the carbon 

to which they are attached form a carbonyl; 
Xa is a covalent bond or a carbonyl; 
5 Rn is hydrogen or hydroxy; 

Ri and Rj. are independently hydrogen or a halogen selected from 

Br, F, CI or I; 
Rk is -Ci-6 alkyl; 

Ri is -Ci-6 alkyl or phenyl optionally sxibstituted with Ci-Ce 

10 alkyl, Ci-Ce alkoxy, halogen, hydroxy, amino, mono(Ci-. 

C6)alkylamino, di (Ci-Ce) alkylamino, trif luoromethyl; and 
m is 0 or !• . ... 

In this ' embodiment,- :..Rf '.,. and Rg preferably are taken 
together with the carbon to which they are attached to form a 

15 carbonyl, Xa is preferably a covalent bond, Rh is preferably 
hydrogen, m is preferably 1, and Ri and Rj are preferably 
hydrogen. More preferably, R^ is ethyl and R^ is a meta- 
substituted ethyl phenyl group, -CH2CH2CH (CH3) 2, methyl , or 
phenyl, Ri is preferably phenyl. 

20 In another preferred aspect of Z49, Rf and Rg are 

hydrogen, Xa is a carbonyl, Rh is hydroxyl, Ri and Rj are 
hydrogen and Rk is ethyl. In another aspect, and in accordance 
with these preferred groups, Re is preferably a meta- 
substituted ethyl phenyl group, -CH2CH2CH(CH3)2/ or a methyl 

25 group. 

In accordance with this embodiment, Ra is preferably 
methyl and Rd is preferably ethyl, X is preferably 0, and Rb 
and Rc are preferably hydrogen. In another • aspect, and in 
accordance with these preferred groups. Re is preferably a 
30 meta-stibstituted ethyl phenyl group, -CH2CH2CH (CH3)2, methyl or 
phenyl. Alternatively, and in accordance with this' embodiment, 
X is preferably S, Rb and Rc are hydrogen, and Re is a meta- 
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sxibstituted ethyl phenyl group or a methyl group. Re is 
preferably phenyl. 

In another aspect., the invention provides conrpoxinds of the 
formula Z50: 




i " • 

Z5p ... _ . 

wherein 

Ra and Ra are Ci-e alkyl; 
X is 0 or S; 

Rb and Rc are independently hydrogen or a halogen selected from 

Br, F, CI or I; and 
Re is -Ci-6 alkyl or phenyl optionally substituted with Ci-Ce 

alkyl, Ci-Ce alkoxy, halogen, hydroxy, amino, mono(Ci- 

C6) alkylamino, di (Ci-C6)alkylamino, trif luoromethyl . 

In another aspect , the invention provides compounds of 
formula Z5i: 

R3 

Rc 




H 

Z51 

and pharmaceutically acceptable salts thereof wherein 
m is 0-5; 

B is aryl or heteroaryl optionally siibstituted with one or two 
groups independently selected from Re, R's, R''6 and R'^'s/ 
or 

B is cycloalkyl or heterocycloalkyl optionally substituted with 
one, two, three, four, five, six, seven or eight groups 
independently selected* from Rea/ Reb/' R'ea. R'sb, R"6a/ 
R' '6b/ R' "6a and R" 'gt; 
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Ci-Cs alkyl, C2-C7 alkenyl or C2-C7 alkynyl, each of which 
is optionally substituted with one, two or three 
groups selected from ^NRR', -SR, -CN, -OCF3, -CF3, - 
CONRR', -CO2R, -SO2NRR', -0-P(=0) (OR) (OR') , -N(R)- 
C(=0) (R'), -NCR) (SO2R') , -SO2R, -C(=0)R, -NO2, 
halogen, - (CH2)o-4-aryl, and - (CH2)o-4-heteroaryl, or 
R and R' independently are -H, -(Ci-Cio) alkyl, - {CH2) o-4-Raryi, 

- ( CH2 ) 0-4 -Rheteroaryl , - ( CH2 ) 0-4 -Rheteroeyclyl » Or 

C2-C7 alkenyl or C2-C7 alkynyl, each of which is optionally 
substituted with one, two or three substituents 
selected from the group consisting of halogen, -OH, 
-SH, -C^, -CF3, C1-C3 alkoxy, amino, mono- or 
dialkylamino , and Ci-Cg alkyl , or 

-(CH2)o-4- C3-C7 cycloalkyl optionally substituted with onej 
two or three substituents selected from the group 
consisting of halogen, -OH, -SH, -CMN, -CF3, C1-C3 
" alkoxy, amino, mono- or dialkylamino, and Ci-Cg 
._^.alkirl; 

benzyl where the phenyl ring is optionally substituted 
with 1-3 groups independently selected from halogen^ 
-OH, -SH, -CsN, mono or dialkylamino, Ci-Cg alkoxy, 
or tri'fXuoromethyl ; 
Re, R'6, R"6., R'"6, Rea, Reb, R'ea, R'eb, R"6a, R"6b, R"'6a and 
R" '6b independently are -OR, -NO2, halogen, -CO2R, -C^, - 
NRR', -SR, -SO2R, -C(=0)R, -OCF3, -CF3, -CONRR', -SO2NRR' , 
-0-P(=0) (OR) (OR' ) , -N(R) (COR' ) , -N(R) (SO2R' ) , - (CH2) 0-4-CO- 
NR7R'7, -(CH2) 0-4-0- (CH2)o-4-CONRR', - (CH2) 0-4-CO- (Ci-Cij 
alkyl), -(CH2)o-4-CO-(C2-Ci2 alkenyl), - (CH2) 0-4-CO- (C2-C12 
alkynyl), - (CH2) 0-4-CO- {C3-G7 cycloalkyl) , - (CH2) 0-4-Raryi, - 

■ (CH2)o-4-Rheteroai:yl/ " (CH2 ) o -4 -Rheteroeyclyl, " (CH2) 0-4-CO-Raryl, 
- (CH2 ) 0-4-CO-Rheteroaryl . - (CH2 ) 0-4-CO-Rheterocyclyl , - (CH2 ) 0-4-CO- 
RlO, -(CH2)o.4-CO-0-Rn, -(CH2)o-4-S02-NR7R'7, -(CH2)o-4-SO-(Ci- 

Ca alkyl), - (CH2)o-4-S02- (Ci-Ci2 alkyl) , - (CHa) 0-4-SO2- (C3-C7 
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cycloalkyl ) , - (CH2 ) 0-4-N (H or Ru ) -CO-O-Ru , - (CH2 ) 0-4-N (H or 
Rii)-C0-N(Rii)2, -(CH2)o-4-N{H or Ru) -CS-N(Ru) 2, - (CH2 ) 0-4-N ( - 
H or Rii)-C0-R7, - (CH2) o-4-NR7R'7, - {CH2) o-4-Raor -(CH2)o-4-0- 
C0-(Ci-C6 alkyl) , - {CH2) o-4-0-P(0) - (0-Raryl) 2/ -(CH2)o-4-0-CO- 
N(Rii)2, -(CH2)o-4-0-CS-N(Rii)2, - (CHj ) 0-4-O- (Ru) , _(CH2)o-4-0- 
(Rii)-COOH, -(CH2)o-4-S-<Rii) , C3-C7 cycloalkyl, - {CH2) o-4-N(- 
H or Rii)-S02-R7, or -{CH2)o-4- C3-C7 cycloalkyl, or 
Ci-Ce alkyl optionally substituted with one, two or three 
groups independently selected from Ci-Ce alkyl, -F, - 
CI, -Br, -I, -OR, -NO2, -F, -CI, -Br, -I, -CO2R, - 
C^, -NRR', -SR, -SO2R, -C(=0)R, -OCF3, -CF3, -CONRR' , 
-SO2NRR', -0-P(=0) (OR) (OR') , -N(R)(COR'), - 
N(R)(S02R'), -(CH2)o-4-CO-NR7R'7, - {CH2 ) 0-4-CO- {C1-C12 
alkyl), - (CH2) 0-4-CO- (C2-C12 alkenyl) , - (CH2')"o-4-CC)- (62- 

■ C12 alkynyl) , - (CH2) 0-4-CO- (C3-C7 Cycloal]Qrl ) , -(CH2)o- 

■ 4-Raryl/ " (CH2 ) o-4-Rheteroaryl » " (CH2) 0-4-Rheterocyclyl/ -(CH2)o- 
4-C0-Ra,^l, -(CH2)o-4-CO-Rheteroaryl, - (CH2 ) 0-4-CO- 
■ Rhet^ocyclyl, - (CH2) 0-4-CO-Rxo, - (CH2 ) 0-4-CO-O-Rii, -(CH2)o- 

4-S02-NR7R'7, -{CH2)o-4-SO-(Ci-C8 alkyl), - {CH2)o-4-S02- 
(Ci-Ca2 alkyl), - {CH2) 0-4-SO2- (C3-C7 cycloalkyl), 
-( CH2) 0-4-N (H or Rii)-CO-0-Rii, - (CH2 ) 0.4-N (H or Rii)-CO- 
N{Rii)2, -(CH2)o-4-N(H or Rii)-CS-N(Rii)2, - (CHj ) 0-4-N ( -H 
or Rll)-C0-R7, -(CH2)o-4-NR7R'7, - (CH2) 0-4-Rio. -(CH2)o-4- 
0-C0-(Ci-C6 alkyl), - (CH2) 0-4-O-P (O) - (0-Raryl) 2, -(CH2)o. 

■ 4-0-CO-N(Rii)2, -(CH2)o-4-0-CS-N(Ria)2. - {CH2) 0-4-O- (Ru) , 
.-(CH2) 0-4-0- (Rii)-COOH, -(CH2) o-4-S-(Rii) , C3-C7 
cycloalkyl, - (CH2)o-4-N(-H or Ru) -S02=R7,. .or -(CH2)o-4- 
C3-C7 cycloalkyl, or 

C2-C7 alkenyl pr_C2-C7 alkynyl, each of which is 

optionally sxibstituted with one, two or three 
groups independently selected from halogen or - 
OH, or 

C2-C7 alkenyl or C2-C7 alkynyl, each of which is optionally 
siibstituted with one, two or three groups 
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independently selected from halogen, C1-C3 alJcyl, 
-OH, -SH> -C^, -CF3, C1-C3 alkoxy, amino, and morio- 
or dialkylamino, or 
- (CH2) 0-4-0- (Ci-Ce alkyl), where the alkyl portion is 
5 optionally sxibstituted with one, two, three, four, or 

five of halogen, or 

. any two of Reai Reb. R'sa/'R'eb. R"6a/ R"6b/ R'"6a and R'"6b 
together aire 0x0; 
R7 and R'7 are the same or different and represent -H, -C3-C7 
10 cycloalkyl, - (C1-C2 alkyl) - (C3-C7 cycloalkyl) , -{Ci-Ce 

alkyl) -0-(Ci-C3 alkyl), -C2-C6 alkenyl, -C2-C6 alkynyl, -Ci- 
Ce alkyl" chain with one double bond and one triple bond, 
or 

-Ci-Ce alkyl optionally substituted with -OH or -NH2; or; 
15 alkyl optionally substituted with one, two or three 

groups independently selected from halogen; or 
heterocyclyl optionally substituted with halogen, amino, 

mono- or dialkylamino, -OH, -C^, . -S02"-NH2, -SO2-NH- 

Ci-Ce alkyl, -S02-N(Ci-C6 alkyl)2, -S02-(Ci-C4 alkyl), - 
20 CO-NH2, -CO-NH-Ci-Ce alkyl, 0x0 and -CO-NCCi-Ce 

alkyl) 2; or 

Ci-Ce alkyl optionally substituted with one, two or 
three groups independently selected from C1-C3 
alkyl, halogen, -OH, ^SH, -C^, -CF3, C1-C3 
25 alkoxy, amino, and mono- or dialkylamino; or 

C2-C6 alkenyl or C2-C6 alkynyl, each of which is 

optionally substituted with one, two or three 
groups independently selected from C1-C3 alkyl, 
halogen, -OH, -SH, -CsN, -CF3, C1-C3 alkoxy, 
30 amino, and mono- or dialkylamino; or 

Ci-Cs alkoxy optionally substituted with one, two or 
three of halogen; 
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aryl or heteroaryl, each of which is optionally 
siibstituted with halogen, amino, mono- or 
dialkylamino, -OH, -C^, -SO2-NH2, -SO2-NH-C1-C6 
alkyl, -S02-N(Ci-C6 alJcyDj, -S02-(Ci-C4 alkyl) , -CO- 
NH2, -CO-NH-Ci-Ce alkyl, and -C0-N(Ci-C6 alkyl) 2; or 
Ci-Ce alkyl optionally substituted with one, two or 
three groups independently selected from C1-C3 
alkyl, halogen, -OH, -SH, -c^, -CF3, C1-C3 
alkoxy, amino, and mono- or dialkylamino; or 
C2-C6 alkenyl or Ca-Ce alkynyl, each of which is 

optionally substituted with one, two or three ' 
groups independently selected from C1-C3 alkyl, 
halogen, -OH, -SH, -C=N, -CF3, C1-C3 alkoxy, 
amino, and mono- or dialkylamino; or 
Ci-Ce alkoxy optionally substituted with one, two or 
three of halogen; 
Rio is heterocyclyl optionally substituted with one, two, three 

or four groups independently selected from Ci-Cs alkyl; 
Rii is Ci-Ce alkyl," C2-C6 alkenyl, C2-C6 alkynyl, C3-C7 

cycloalkyl, - (CH2) 0-2-Raryi, or - (CH2) 0-2-Rheteroaryi; ' 
Raryi is aryl optionally siibstituted with halogen, amino, mono- 
or dialkylamino, -OH, -CsN, -SO2-NH2, -SO2-NH-C1-C6 alkyl, 
-S02-N{Gi-G6 alkyDs, -S02-(Ci-C4 alkyl), -CO-NH2, -COrNH-Ci- 
Cfi alkyl, or -C0-N(Ci-C6 alkyl)2; or 

Ci-Ce alkyl optionally substituted with one, two or three 
groups independently selected from C1-C3 alkyl, 
halogen, -OH, -SH, -CSN, -CF3, C1-C3 alkoxy, amino, 
and mono- or dialkylamino; or 

C2-C6 alkenyl or C2-C6 alkynyl, each of which is . optionally . 
substituted with one, two or three groups 
independently selected from C1-C3 alkyl, halogen, - 
OH, -SH, -C^, -CF3, C1-C3 alkoxy, amino, and mono- 
or dialkylamino; or 
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Ci-Cg alkoxy optionally sxibstituted with one, two or three 
of halogen; 

Rheteroaryi is heteroaryl, each of which is optionally sxibstituted 
with halogen, amino, mono- or dialkylaxnino, -OH, -C=N, - 
5 SO2-NH2, -SO2-NH-C1-C6 alkyl, -S02-N(Ci-C6 alkyDs, -S02-(Ci- 

C4 alkyl), -CO-NH-Ci-Ce alkyl, or -C0-N(Ci-C6 

alkyl) 2; or 

Ci-Ce alkyl optionally sxibstituted with one, two or three 
groups independently selected from C1-C3 alkyl, 
10 halogen, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, amino, 

and mono- or dialkylamino; or ' ■* 
C2-C6 alkenyl or C2-C6 allcynyl, each of which is optionally 
substituted with one, two or three groups 
independently selected from C1-C3 alkyl, halogen, - 
15 OH, -SH, -C^, -CF3/ C1-C3 alkoxy, amino, and mono- 

or dialkylamino; or 
Ci-Ce alkoxy optionally substituted with one, two or three 
of halogen; - 
Rheterocyciyi is heterocyclyl optionally substituted with halogen, 
20 amino, mono- or dialkylamino; -OH, -C=N, -SO2-NH2, -SO2-NH- 

Ci-Ce alkyl, -S02-N{Ci-C6 alkyDa, -S02-(Ci-C4 alkyl), -CO- 
NH2, -CO-NH-Ci-Ce alkyl, =0 or -C0-N(Ci-C6 alkyl) 2; or 
Ci-Ce aikyl optionally substituted with one, two or three 
groups independently selected from C1-C3 alkyl, 
25- • halogen, -OH, -SH, -Csn, -CF3, C1-C3 alkoxy, amino, 

and mono- or dialkylamino; or 
C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 
substituted with one, two or three groups 
.. . independently selected from C1-C3 alkyl,. halogen, - 

30 OH, -SH, -C^, -CF3, C1-C3 alkoxy, amino, and mono- 

or dialkylamino; or 
Ci-Ce alkoxy optionally substituted with one, two or three 
of halogen; 
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R2 and R3 are independently hydrogen or Ci-Cs alkyl; or 

R2 and R3 taken together with the carbon atom to which they are 

attached form a 3 or 4 -member ed ring; 
Rc is -hydrogen or phenyl optionally substituted with C1-C3 
5 alkyl, C2-C4 alkynyl, trifluoromethyl, or C1-C2 alkoxy. 

In another aspect, the invention «^ provides compounds of 
formula Z52: 




10 Z52 

or pharmaceutically acceptable salts thereof, wherein 
31 is 0, 1, 2, or 3 (preferably 1) ; 

Ri is C1-C3 alkoxy (preferably methoxy) , halogen (preferably 
iodo) , Ci"-C3 alkyl (preferably ethyl pr isopropyl), or C2- 
15 C3 alkynyl (preferably C2 alkynyl) ; 

Rf and Rg are independently halogen, or both are hydrogen; and 
Alk is Ci-Ce alkyl (preferably methyl, ethyl, isobutyl or 
isopentyl) . . 

Preferred examples of Z52 include those wherein n is 1 and 
20 Ri is methoxy, C2 allc/nyl or ethyl. More preferably, Rl is 
methoxy. 

The compounds of the invention inhibit beta-secretase and 
are therefor useful in treating and preventing Alzheimer's 
25 disease. The compounds of the invention are made by methods 
well known to those skilled in the art from starting compounds 
knpwn to those skilled in the art. The process chemistry is 
well known to those skilled in the art. The most general 
process to prepare compounds of the invention is set forth in 
30 CHART A. Typically, amino acid (I) is protected at the amino 
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group, yielding protected amino acid (II) . Compound (II) is 
converted to an- ester intermediate, and the intermediate is 
reacted with a carbon nucleofile yielding corapoxind (III) . The 
ketone moiety in conpound (III) is reduced to yield alcohol 
(IV), which forms epoxide (V). The addition of amine RC-NH2 (VI) 
opens the epoxide, forming the protected alcohol (VII) . The 
amine protecting group is removed, and the deprotected amine 
(VIII) is reacted with an amide forming agent of the formula 
(Rjj-i-Xn)20 or R N-l-%-X2 or R n-1-%"0H (IX) to produce a 
target compound of formula (X) . 

The baclcbone of the compounds of the invention is a 
hydroxyethylamine moiety, -NH-CH(R) -CH(OH) - . It can be 
readily prepared by methods disclosed in the literature and 
known to those skilled in the art. For example, J. Med. Chem. , 
_36,.288t291 (1992), Tetrahedron Letters, 28, 5569-5572 (1987), 
J. Med. Chem., 38, 581-584 (1994) and Tetrahedron Letters, 38, 
619-620 (1997) all disclose processes to prepare 
hydroxyethylamine type compounds. " 

CHT^T A sets ^ forth a general method used in the invention 
to prepare the appropriately substituted amines (X) . The 
compounds of the invention are prepared by starting with the 
corresponding amino acid (I) . The amino acids (I) are well 
known to 'those skilled in the art or can be readily prepared 
from known compounds by methods well known to those skilled in 
the art. . jThe . siabstituted amines. (X) of the invention have at 
least two enantiomeric centers which give four enantiomers. 
The first of these enantiomeric centers derives from the amino 
acid starting material (I) . It is preferred to commercially 
obtain or produce the desired enantiomer (S) rather than, 
produce an enantiomerically impure mixture and then have to 
separate out the desired enantiomer (S) . It is preferred to 
start the process with enantiomerically pure (S) -amino acid (I) 



-129- 



wo 03/040096 



PCTAJS02/36O72 



of the same configuration as that of the sxobstituted amine (X) 
product . 

The first step of the process is to protect the free amino 
group of the (S) -amino acid (I) with an amino protecting group 
to produce the (S) -protected amino acid (II) by methods well 
known to those skilled in the art. Amino protecting groups are 
well known to those skilled in the art. See for example, 
^Protecting Groups in' Organic Synthesis'', John Wiley and sons. 
New York, N.Y., 1981, Chapter 7; ^Protecting Groups in Organic 
Chemistry^, Plenum Press, New York, N.Y., 1973, Chapter 2. The 
function of the amino protecting group is to protect the free 
amino functionality {-NH2) during subsequent reactions on the 
(S) -amino acid (I) which would not proceed well, either because 
the amino group would react and be functionalized in a way that 
is inconsistent with its need to be free for svibsequent 
reactions, or the free amino group would interfere in the 
reaction. When the amino protecting group is. no longer needed, 
it is removed by methods well known "to those skilled in the 
art. By definition the amino protecting group must be readily 
removable as is known to those skilled in the art by" methods 
well known to those skilled in the art. Suitable amino 
PROTECTING GROUP is selected from the group consisting of t- " 
butoxycarbohyl , benzyl oxycarbonyl, formyl, trityl, acetyl, 
trichloroacetyl , dichloroacetyl , chloroacetyl , trif luoroacetyl > 
dif luoroacetyl , f luoroacetyl , 4-phenylbenzyloxycarbonyl , 2- 
me thylbenzyl oxycarbonyl , 4-ethoxybenzyl oxycarbonyl , 4- 

f luorobenzyloxycarbonyl, 4-chlorobenzyloxycarbonyl, 3- 

chlorobenzyl oxycarbonyl , 2 -chlorobenzyloxycarbonyl , 2,4- 
dichlorobenzyloxycarbonyl , 4 -bromobenzyl oxycarbonyl, ' 3- 

bromobenzyloxycarbonyl , 4 -nitrobenzyl oxycarbonyl , 4 - 

cyanobenzyloxycarbonyl , 2 - { 4-xenyl ) isopropoxycarbonyl , 1,1- 
diphenyleth-l-yloxycarbonyl , 1 , 1-diphenylprop-l-yloxycarbonyl , 
2 -phenylprop-2 -yl oxycarbonyl , 2- (p-toluyl ) prop- 2 -yl oxycarbonyl , 
cyclopentanyloxycarbonyl , 1-methylcyclopentanyloxycarbonyl , 
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cyclohexanyloxycarbonyl, l-methylcyclohexanyloxycabonyl, 2- 
methylcyclohexanyloxycarbonyl , 2 - ( 4- 

toluylsulfonyDethoxycarbonyl, 2- 
(inethylsulfonyl)ethoxycarbonyl, 2- 

5 (triphenylphosphino)ethoxycarbonyl, f luorenylmethoxycarbonyl , 
2 - ( trimethylsilyl ) ethoxycarbonyl , allyloxycarbonyl , 1- 

( t r ime thyl s i lylme thyl ) prop- 1 - enyloxycarbonyl , . 5 _ 

benzisoxalylmethoxycarbonyl , 4-acetoxybenzyloxycarbonyi , 2,2,2- 
trichloroethoxycarbonyl, 2-ethynyl-2-propoxycarbonyl, 

0 cyclopropylmethoxycarbonyl, 4- (decyloxyDbenzyloxycarbonyl, 

. isobomyloxycarbonyl and 1 -piper idyl oxycarbonyl, 9- 
fluorenylmethyl carbonate, 

-CH-CH=CH2 and phenyl -C ( =N- ) -H . It is preferred that the 
protecting group be t-butoxycarbonyl (boc) . and 

5 benzyloxycarbonyl (CBZ) , it is more preferred that the 
protecting group be t-butoiycarbonyl . One skilled in the art 
will understand the preferred methods of introducing a t- 
buto3cycarbonyl or benzyloxycarbonyl protecting group and may 
additionally consult T.W. Green and P.G.M. Wuts in "Protective 

3 Groups in Organic Chemistry," John Wiley and Sons, 1991 for 
guidance. 

The (S) -protected compound (II) is transformed to a (S)- 
protected compound of formula (III) by first converting the 
(S) -protected amino acid (II) to a corresponding alkyl ester 
according to methods well established in the art, for example 
by reaction with a diazocompound. The ester inermediate is then 
reacted with a carbanionic nucleofile of those known to those 
skilled in the art, for example an organometallic coinpotind 
obtained by reacting a compound of formula Xi-C (Rj) (R3) -Xi 
with a strong metal base, wherein wherein the reaction yields a 
halogen-metal exchange, and wherein -Xi is a halogen selected 
from the group consisting of chlorine, bromine or iodine. The 
addition of this carbanionic nucleophile to the ester 
intermediate yields the (S) -protected compound (III). 
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Suitable bases include, but are not limited to the 
alkyllithiums including, for exaitrple, sec-butyl lithium, n- 
butyllithium, and t-butyl lithium. Said reactions are 

preferably conducted- at low temperature, for example -78 
5 degrees C . Suitable reaction conditions include mnning the 
reaction in the presence of inert solvents or mixtures thereof, 
for example but not only., ether, tetrahydrofuran or a mixture 
thereof. Wherein R2 and R3 are both hydrogen,*^ thein examples of 
Xi-C {R2 ) {R3 ) -Xi include dibromomethane , diiodomethane , 

10 chloroiodomethane, bromoiodome thane and brpmochloromethane . 
One skilled in the art knows the preferred conditions required 
to conduct this reaction. Furthermore, if R2 and/ or R3 are not 
-H, then by the addition of ~C (R2) (R3) -Xi to esters of the (S)- 
protected amino acid (II) to produce the (S) -protected compound 

15. (Ill) / an additional chiral center will be incorporated into 
the product, provided that R2 and R3 are not the same. 

The (S) -protected compound (III) is then reduced by 
methods known to those skilled in the art for the reduction of 
ketones to the corresponding alcohol (IV) . The reactants and 

20 reaction conditions for reducing the . (S) -protected compound 
(III) to the corresponding alcohol (IV) include, for exainple, 
sodium borohydride, lithium borohydride, borane, 

diisobutylaluminum hydride, and lithium aluminium hydride. 
Sodium borohydride is the preferred reducing agent. The 

25 reduction is carried out for a period of time between 1 hour 
and 3 days at temperatures ranging from about -78. degr.e.es . C . to 
the reflux temperature of the reaction mixture. It is 
preferred to conduct the reduction between about -78 degrees C 
and about 0 degrees C. A borane complex may -be used, for 

30 example, borane-methyl sulfide complex, borane-piperidine 
complex, or borane-tetrahydrofuran complex. The preferred 
combination of reducing agents and reaction conditions needed 
are Icnown to those skilled in the art, see for example, Larock, 
R.C. in Comprehensive Organic Transformations, VCH Publishers, 
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1989. The reduction of the (S) -protected compound (III) to the 
corresponding alcohol (IV) produces the second chiral center 
(third chiral center if R2 and R3 are not the same) . The 
reduction of the (S) -protected compound (III) produces a 
5 mixture of enantiomers at the second center, (S, R/S) -alcohol 
(IV) . This enantiomeric mixture is then separated by means 
known to those skilled in the art such as selective I0W7 
temperature recrystallization or chromatographic separation, 
for exairple by HPLC, employing commercially available chiral 

10 stationary phases. The enantiomer that is used in the 
remainder of the process of CHART A is the (S, S) -alcohol (IV) 
since this enantiomer is a precursor to the desired 
biologically active ant i -Alzheimer (S,R) -substituted amine (X) . 
(S, S) -alcohol (rv) reacts intramolecularly to yield the 

.15 corresponding epoxide . (V) by means known to those skilled in 
the art. The stereochemistry of the ( carbon bound to the -OH 
- moiety in compound (IV) is maintained in the epoxide (V) . 
Preferred reaction conditions include contacting conpound (IV) 
with a base, for example, but not limited to, sodium 

20 hydroxide, potassioim hydroxide, or lithium hydroxide. Reaction 
conditions include the presence of a Ci-Cg alcohol solvent; 
ethanol is preferred. A common co-solvent, for exair5)le ethyl 
acetate, may also be employed. The reactions is preferably 
conducted at temperatures ranging from about -45 degrees C to 

25 the reflxix temperature of the reaction mixture; preferred 
temperature ranges are between about -20 degrees C and about 
20-25 degrees C. 

The epoxide (V) is then reacted with the appropriately 
substituted C-terminal amine, Rc-NH2 (VI) in reaction 

30 conditions known to those skilled in the art, leading to the 
opening the epoxide to yield the enantiomerically pure (S,R)- 
protected alcohol (VII). The substituted C-terminal amines, 
Rc-2SIH2 (VI) of this invention are commercially available or are 
known to those skilled in the art and can be readily prepared 
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from known compounds. Further, it is preferred that when Rc is 
phenyl, it is substituted in the 3-position or 3 , 5-positions • 

Suitable reaction conditions for opening the epoxide (V) 
include running the reaction in an organic, preferably inert w. 
5 Ci"C5 alcohol solvents are preferred and isopropyl alcohol most 

preferred. The reaction can be run at temperatures ranging 
from about 20-25 degrees C up to the reflux temperature of the 
reaction mixture and preferably at a temperature between about 
50 degrees C and the refliix temperature of the reaction 

10 mixture. When the s\ibstituted C-terminal amine (VI) is a 1- 
amino-3 , 5-cis-dimethyl cyclohexyldicarboxylate it is 
. pref errably prepared as follows. To dimethyl-5- 

aminoisophthalate in acetic acid and methanol, is added rhodium 
in alxamina in a high-pressure bottle. The bottle is saturated 

15 with hydrogen at 55 psi and shaken for one week of time. The 
mixture is then filtered through a layer of diatomaceous earth 
and rinsed with methanol three times, the solvents are removed 
under reduced pressure (with heat) to give a concentrate. The 
concentrate is triturated with ether and filtered again to give 

20. the desired C-terminal amine (VI). When the substituted C- 
terminal amine (VI) is l-amino-3 , 5-cis-dimethoxy cyclohexane it 
is prepared by following the general procedure above and making 
non-critical variations but starting wth 3 , 5-dimethoxyaniline. 
When the substituted C-terminal amine (VI) is an aminomethyl 

25 group where . the substituent on the ' methyl group is an aryl 
group, for exaitple NH2-CH2-Rc.aryi/ and NH2-CH2-Rc-aryi is not 
commercially available it is pref errably prepared as follows. 
A suitable starting material is the (appropriately substituted) 
aralkyl compound. The first step is bromination of the alkyl 

30 substitutent via methods known to those skilled in the art, see 
for example R.C. Larock in Comprehensive Organic 
• Transformations, VCH Publishers, 1989, p. 313. Next the alkyl 
halide is reacted with azide to produce the aryl- (alkyl) -azide . 
Last the azide is reduced to the corresponding amine by 
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hydrogen/catalyst to give the C- terminal amine (VI) of formula 
NH2-CH2-Rc-aryi . The Suitably functionalized C-terminal amines 
(VT) may readily be prepared by one skilled in the art via 
known methods in the literature, making non-significant 
5 modifications. Select literature references include 1) 

Calde3nvood, efc al., Tet. Lett,, 1997, 38, 1241, 2) Ciganek, J. 
Org. Chezn. , 1992 , 57, 4521, 3) Thurkauf, et al. , J. itfed. Chem. , 
1990, 33, 1452, 4) Werner, et al.. Org. Syzx. , Coll. Vol. 5, 
273, 5) J. Med. Chem., 1999, . 42, 4193, 6) Chem. Rev. 1995, 95, 

10 2457, 7) J. Am. Chem. Soc, 1986, 3150, 8) Felman et al., J. 
Med. Chem., 1992, 35, 1183, 9) J. Am. Chem. Soc. 1970, 92, 
3700, 10) J. Med. Chem. ,1997 , 40, 2323. 

CHART B discloses an alternative process for the synthesis 
of the enantiomerically pure (S,R) -protected alcohol (VII). from 

15 the (S) -protected coirpound (III). In this process, (S)- 
protected compibund (III) is reacted with the appropriately 
substituted C-terminal amine Rc-NH2 (VI) in' the preferred 
reaction conditions described above to yield (S) -protected 
ketone (XI) which is reduced in the preferred conditions 

20 described above to yield (S,R) -protected alcohol {VII ) . 

CHART C discloses another alternative process for the 
synthesis of enantiomerically pure (S, R) -protected alcohol 
(VII) from the epoxide (V). Epoxide (V) is reacted with azide, 
yielding the enantiomerically pure (S,R) -protected azide (XII) 

25 in reaction conditions known to those skilled in the art, , for 
example, J. March, Advanced Organic Chemistry, 3^ Edition, 
John Wiley & Sons Publishers, 1985, p. 380. (S,R) -protected 
azide (XII) is reduced to protected . amine (XIII) by methods 
known to those skilled in the art for the reduction of an azide 

30 group in the presence of a t-butoxycarbonyl N-protecting group, 
for example catalytic hydrogenation. . Alternative reducing 
conditions which may be used to avoid N-deprotection with 
protecting groups other than t-butoxycarbonyl are known to 
those skilled in . the art, see for example, R.C. Larock in 
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Comprehensive Organic Transformations, VCH Publishers, 1989, p. 
409. 

The (S,R) -protected compovmd (XIII) ) is deprotected to 
yield (S,R) -amine (VII) by methods knovm to those skilled in 
the art for removal of amine protecting group. Suitable 
reaction conditions for the removal of an amine protecting 
group depend on the type of protecting group. For exaiople, 
it is preferable to remove the preferred protecting group, BOC, 
by contacting (S,R) -protected alcohol (VTI) with a mixture of 
and acid and ah organic solvent, e.g. . a trifluoroacetic 
acid/dichloromethjane mixture, yielding the protonated salt of 
(S,R)-amine (VII). Optionally, (S,R)-amine (VII) can be 

purified by methods known to those skilled in the art, for 
exait^jle recrystallization. The free-base (S,R) -amine (VII) 
can be obtained by means known to those skilled in the art, 
such as for example, preparing the - free base amine by 
contacting the salt with mild basic conditions. Additional 
BOC deprotection conditions and deprotection conditions for 
other protecting groups can be found in T.W. Green and P.G.M. 
Wuts in "Protective Groups in Organic Chemistry, " John Wiley 
and Sons,. 1991, p. 309. Typical chemically suitable salts 
include trif luoroacetate, chloride, sulfate, phosphate; 
preferred is trif luoroacetate and chloride. 

(S,R) -amine (VIII) is reacted with an appropriately 
substituted acylating reagent (IX) such as an anhydride, acyl 
halide, or acid of the formula (Rn-1-Xn)20 or Rn-1-Xn-X2 or Rjj- 
1-Xu-OH (IX) in reaction conditions known to those skilled in 
the art to produce . (S,R) -substituted amine (X). Reaction 
conditions known to those skilled in the art can be found, for 
example, in R.C. Larock in Comprehensive Organic 
Transformations, VCH Publishers, 1989, p. 981, 979, and 972, 
Rh is preferably selected from the group consisting of: 

R„.1-Xm- wherein X« is -CO-, Rj,.i is R„.axyl or Rs-heteroaryl 

wherein R«-aryi is phenyl where the sxibstitution on phenyl is 
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1,3-, and wherein I^-aryi or Ru-heteroaryi Sire sxibstituted with one - 
CO-NRn-2Rw-3. . 

wherein is-CO-, Rn-i is RN-aryl or Sw-.heteroaryl 

wherein I^-aryi is phenyl substituted with one Ci alkyl wherein 
5 the substitution on the phenyl is 1,3,5-, and wherein Ru-aryi or 
RN-heteroaryi ^re substituted with one -CO-NRn^2Rn-3 / 

Rn-1-Xn- wherein is -CO-, and Rw-i is RN-heteroaryi wherein 
. Rw-heteroaryi is Substituted with one -CO-NRji.2Rn-3 . Rn-2 and Rn-3 are 
preferably the same and are C3 alkyl, 
10 Rn.i-Xn- wherein Xn is -CO-, and Rn-i is Rw^aryi wherein RN-aryi 

is phenyl substituted . with one -CO-NRn-2Rn-3 wherein the 
substitution on phenyl is 1,3-, 

Rn-i-Xn- wherein Xn is-CO-, and Rn-i is RN-aryi wherein RN-aryi 
is phenyl substituted with one Ci alkyl and with one -CO-3mN-2RN- 
15 3 wherein the substitution on the phenyl is 1,3,5-, Xn is 
preferably (A) -CO- and (B) -SO2-; more preferably Xn is -CO-. 
X2 is selected from the group consisting of -CI, -Br; more 

preferably, X2 is -CI- 

Acylating reagents, 2^ ^ N-1~Xn'"X2 or R n-1~ 

20 Xij-OH (IX) are known to those skilled in the art and are 
. coinmercially available or can be readily prepa:red from known 
starting materials by methods disclosed in the literature. 
Isophthalic acid derivatives (IX) of the formula RN-2RN-3N-CO- 
phenyl-CO- or methylisophthalic acid derivatives (IX) of the 
25 formula 

RN-2RN-3N-CO- (CH3-) phenyl -CO- where the substitution is 5.-methyl- 
1 ,3-isophthalic acid are the preferred acylating reagents. The 
most preferred 5-methyl-l, 3 -isophthalic acid derivative is 3- 
[ (N,N-dipropylamino)carbonyl] -5-methylbenzoic acid (IX). These 
30 compounds are preferably synthesized according to the following 
method. An ester, preferably the monomethyl ester of 
isophthalic acid or methyl 5-methyl-l, 3-isophthalate is 
dissolved in an orgonanic solvent or a mixture of solvents, 
preferably a THF/DMF mixture. 1, 1'-Carbonyldiimidazole is 
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added at a temperature of about 20-25 degrees C. A preferred 
amine (H-NRK-2RN-3) is added. Following from about 1 hr to about 
24 hrs of stirring at a tenqperature from about 20 degrees C to 
the reflxix temperature of the reaction mixture, the reaction 
mixture is partitioned between saturated aqueous ammonium 
chloride and a water immiscible organic solvent, for example 
ethyl acetate.' The aqueous layer is separated and extracted 
twice more with the organic solvent. The organic extracts are 
.combined and washed with a saturated aqueous solutions of 
bicarbonate and saline and dried over anhydrous sodi\mi sulfate 
or magnesium sulfate. Filtration of the" drying agent and 
removal of solvents by reduced pressure yields the methyl ester 
of the desired RN-2RN-3N-CO-phenyl-CO-0"'CH3 or a 
methyl isophthalic acid acylating agent (IX) Rn-sRn-sN-CO- (CH3- 
)phenyl-CO-0-CH3 . Purification of the (methyl) ester can be 
carried out for example via chromatography on silica gel 
eluting with a mixture of ethyl acetate and hexanes as mobile 
phase. The isophthalate ester or methylisophthalate ester of 
the mono-alkyl or di-alkyl amide iscontacted with an aqueous 
alkaline solution, for example lithium hydroxide in a minimum 
amount of THF/methanol /water and stirred 3-24 hours at 20 
degrees C to the reflux temperature of the reaction mixture. 
The solvents are then removed under reduced pressure and the 
products partitioned between water and a water immiscible 
solvent, for example ethyl acetate. If the formation of an 
emulsion hinders the separation of the two phases, a small 
amount of saline is added to aid the separation. The aqueous 
phase is extracted once more with a water immiscible solvent, 
for example ethyl acetate. The aqueous phase is then acidified 
via the addition of an acid, preferably hydrochloric acid, to 
pH ^ 3 . The resulting mixture is extracted three times with a 
water immiscible solvent, for example ethyl acetate. The 
combined organic extracts aire dried over anhydrous sodium or 
magnesium sulfate. The drying agent is removed by filtration* 
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and the organic solvent is removed ainder reduced pressure to 
yield the product. The mono- or di-alkyl amide 

isophthalate/methylisophthalate is reacted with (S,R) -amine 
(VIII) to produce the (S.R) -substituted amine (X) . 
5 If Rn-2 and Rn-s are both -H, the following .method is 

preferred. An ester, preferably the methyl ester of 
isophthalate' or methyl 5-methyl-l, 3-isophthalate is dissolved 
in an organic solvent or a mixture of organic solvents, 
preferably a THF/DMF mixture. GDI is added at about 20-25 

10 ' degrees C. After five to thirty minutes, ammonia gas. is bubbled 
into the mixture for 1 hr. The ^ mixture is cooled to about 0 
degrees C for the duration of the ammonia bubbling. The 
reaction mixture is left stirring under a balloon of ammonia 
overnight at about 20-25 degrees C, and partitioned between 

15 saturated aqueous ammoniiim chloride and a water immiscible 
solvent, for example ethyl acetate... .The phases are separated 
and the aqueous phase is twice extracted with ethyl acetate. 
The organic extracts are washed with saturated aqueous 
solutions of bicarbonate and saline ^^and dried over anhydrous 

20 sodium or magnesium sulfate. Filtration of the drying agent 
and removal of solvents under reduced pressure yields the ester 
of the desired isophthalic acid or the isophthalic acid 
derivative acylating reagent (IX) . Purification of the 
(methyl) ester can be carried by example via chromatography on 

25 silica gel with an isopropanol/ chloroform eluting mixture. 
The isophthalate ester or methylisophthalate ester of the 
primary amide is contacted with an aqueous alkaline solution 
such as lithium hydroxide in THF /methanol /water and stirred 
overnight at about 20-25 degrees C after which time the 

30 solvents are removed under reduced pressure and the solids are 
partitioned between water and a water immiscible solvent, for 
example ethyl acetate. If the formation of an emulsions 
hinders separation of the two phases,, a -small., amount of saline 
solution is added to improve separation.. The aqueous phase is 
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sepeirated and extracted with a water immiscible solvent, for 
example ethyl acetate. The aqueous phase is then acidified 
with acid, preferably hydrochloric acid, to pH ^ 3 . The 
resulting mixture is extracted with ethyl acetate. The 
combined organic ' extracts are dried over anhydrous sodi\am or 
magnesium sulfate. The drying agent is removed by filtration 
and the organic solvent removed under reduced pressure to yield 
the product. The amide isophthalic acid derivative is reacted 
with (VlII) to produce (X) . 

. When it is preferred .. that the ' amine moiety be part of 
cyclic group, for example morpholinyl, piperazinyl, 

piperidinyl and pyrrolidinyl, etc the following method is 
preferably used. An ester, preferably the methyl ester of 
isophthalic acid or methyl 5-methyl-l, 3-isophthalate is 
dissolved in an "aiihydrous solvent, for example methylene 
chloride, and a small quantity of a dipolar aprotic . solvent, 
for example DMF is added. The mixture is cooled to about 0 
degrees C and oxalyl chloride, is added. The mixture is stirred 
at about- 0 degrees C for- about 30 minutes to about two hours 
after which the solvents are .removed \inder reduced pressure. 
The crude acid chloride solid is left under vacuum overnight, 
and dissolved in dry methylene and cooled to about 0 degrees C 
prior to the addition of a cyclic amine and. a tertiary amine 
base, for example N-methyl piperidine. The reaction mixture 
is stirred at about .0 degrees C for about 1 to abdut 6 hrs 
before the solvents are removed under reduced pressure. The 
residue is diluted with wat errand a water immiscible solvent, 
for example ethyl acetate, for example, and the phases are 
separated. The aqueous phase is extracted with a water 
iirardsci^ solvent, for example ethyl acetate, , and the 
combined organic extracts are -washed with saturated aqueous 
bicarbonate and dried over anhydrous sodium or magnesiiim 
sulfate. Filtration of the .. drying agent and removal of 
solvents iinder reduced pressure yields the product cyclic 
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amide. The cyclic aitiide is contacted with an aqueous alkaline 
solution, for example lithium hydroxide in THF/methanol/water 
and stirred overnight at about 20-25 degrees C, after which 
time the solvents are removed \ander reduced pressure and the 
residue is partitioned between water and a water immiscible 
solvent, for example ethyl acetate. The aqueous phase is 
extracted with ethyl acetate. Removal of water from the 
aqueous phase under reduced pressure yields the target cyclic 
amide product (IX) . 

When the Rjj_j moiety in the target product is a 
carbocycle, for example but not limited to, cyclohexane, with 
the starting reagent may be a suitably functionalized dimethyl 
isophthalate and the method one of those taught in the 
literature (Meyers, A.I., Org. Syn., 1971, 51, 103) one may 
reduce the six-membered ring with reducing agents such as 
rhodixjm (5%) on alumina in the presence of acetic acid and 
methanol xinder a" hydrogen atmosphere to afford the 
corresponding dimethyl cyclohexane dicarboxylate . 

CHART D sets forth an alternative process for production 
of the (S,R) -substituted amine (X) from the (S,R) -protected 
azide (XII), which is produced from the corresponding epoxide 
(V) in CHART C . The amino protecting group is removed to 
produce the corresponding unprotected azide (XIV) by methods 
previously described in CHART A for the conversion of (S,R)- 
protected alcohol_. (VII) to the corresponding (S,R) -amine 
(VIII). The (S,R) -unprotected azide (XIV) is then acylated on 
nitrogen to produce the corresponding (S,R) -azide (XV). Next, 
the azide functionality is reduced as previously discussed for 
the conversion of the (S, R) -protected azide (Xll) to the 
corresponding (S,R) -protected amine (XIII) to give the (S,R)- 
free amine (XVI). Last, the (S,R)-free ainine (XVI) is 
transformed to the corresponding (S,R) -substituted amine (X) by 
nitrogen alkylation with a compound of the formula Rc-Xs to 
give the corresponding (S,R) -substituted amine (X). X3 is an 
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appropriate leaving group, such as but not limited to, -Cl, - 
Br, -I, -O-mesylate, -0-tosylate, 0-triflate, etc. X3 may also 
be an aldehyde; the corresponding coupling with (XVT) via the 
well known reductive amination procedure gives the (S,R)- 
5 substituted amine (X) . 

Carbocylic amide forming agents {IX) are also provided for 
by the invention. For example, the carbocyclic amide forming 
agents of the formula 



10 R' -CH-C (R" ) (R' " ) -CH-Xji-OH (IX) are readily prepared from 
known starting materials by methods disclosed in the literature 
and known to those skilled in the art, for example, J. Med. 
Chem. 1998, 41, 1581, J. Org. Chem. 2000, 55, 1305. It is also 
understood that instead of the carboxylic acid, one may readily 

15 employ an acyl halide, where the halide is preferably choride, 
or a suitable group to produce a mixed anhydride; these 
methods are taught by CHART A. For additional guidance on the 
formation of carbocyles and preferably cyclopropanes, one may 
consult M.P. Doyle; M.A. McKervery; T, Ye in Modern Catalytic 

20 Methods for Organic Synthesis with Diazo Compounds From 
Cyclopropanes to Ylides, Wiley-Interscience, 1998, pp. 163-279. 

CHARTS E, F, G, and H disclose various methods to produce 
the Rn. portion of the substituted amine (X) where the phenyl 
ring of the RN l#3-di substituted moiety, 

25 -GO-phenyl-CO-, is further substituted in the 5-position with 
various groups such as amides, nitriles, halides, and amines. 
These coir^ounds are prepared by methods known to those skilled 
in the art. The process chemistry of each reaction is. known to 
those skilled in the art. The novelty here is represented by 

30 the order of each process step and/or the specific reactants 
used. One skilled in the art knowing the desired product would 
know at least one method to prepare the desired product by 
using known starting materials. Hence, the following 
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discussion is not necessary but is set forth to further aid 
those interested in preparing the compounds of the invention, 

CHART E discloses alternate processes for the 
transformation of the aniline (XVTI) or acid ester (XVTII) to 
5 the corresponding acid (IX-XXIII) . One process begins with 
the commercially available aniline (XVII) . • The aniline (XVII) 
is treated with a diazotizing reagent such as sodixxm or 
potassium nitrite in mineral acid, followed by a halogen source 
such as copper (II) halide or alkali metal halide, or by an 
10 organic diazotizing reagent such as an alkyl nitrite in a 
strong acid such as acetic acid or trif luoroacetic acid, 
followed by a halide source such as copper. (II) halide or 
.alkali metal halide to give the halo acid ester (XIX). 

Alternatively, the acid ester {XVIII ) is treated with N- 
15 halosuccinimide and trif luoromethanesulf onic acid to give the 
halo acid ester (XIX). The halo acid ester (XIX) is then * 
converted to the ester amide (XXI) using a primary or secondary 
amine of the formula H-NG1G2 where Gi and G2 are the same or 
different or can be cyclized. Gi and G2 become part of the 
20 substituted amine (X) and are included- in the definition of Rn. 
Rw includes Rn-i-Xn- where the^ linker/ -Xn-, includes -CO- and 
Rn-1 includes RN-aryi- Ru-aryi is defined to include phenyl (- 
phenyl) optionally substituted with one or two amides: 
-CO-NRn-2Rn-3 and . 
25 -CO-Rn-4. 

Alternatively, the halo acid ester (XIX) is converted to 
the acid chloride halo ester (XX) by methods known to those 
skilled in the art. One of skill in the art will appreciate 
that other acid halides may also be used. The dihalo ester 
30 (XX) is treated with a primary or secondary amine of the 
formula H-NG1G2 to give the ester amide (XXI). The ester amide. 
(XXI) is then reacted with an AMINE in a carbon monoxide 
atmosphere in the presence of a palladium catalyst using 
methods such as those reviewed by Heck, (Palladium Reagents in 
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Organic Synthesis, 1985 pp. 342-365) . to give the diamide 
(XXII) . Hydrolysis of the ester portion of the diamide (XXII) 
using methods well known to those skilled in the art gives the 
diamide acid (XXIII) . 
5 In CHART an alternate route to intermediate diamide 

(XXII) is shown starting from commercially available phenol 
(XXIV). The phenol (XXIV) is treated with a 

trifluoromethanesulfonating reagent such as 

trifluoromethanesulfonic anhydride to give triflate (XXV) . The 

10 triflate (XXV) is reacted under the conditions of palladium 
catalysis in the presence of carbon monoxide and an amine of 
the formula H-NRNaiphaRubeta (AMINE) as for the conversion of the 
ester amide (XXI) to the corresponding diamide (XXIi) in CHART 
E to give the diester {XXVI ) . The diester (XXVI) is hydrolyzed 

15 using methods known to those skilled in the art to give the 
monoacid (XXVII) . The monoacid (XXVII) is then converted to 
the diamide (XXII) using conditions such as for the conversion 
of the halo acid ester (XIX) to the ester amide (XXI) in CHART 
E, 

20 CHART G discloses another route to prepare the ester amide 

(XXI) • The reaction starts with commercially available nitro 
compound (XXVIII) which is condensed with an (AMINE) using 
coupling methods known to those skilled in the art to give the 
nitro amide (XXX) . The nitro amide (XXX) can also be prepared 

25 by first treating the nitro compound (XXVIII) with reagents 
such as thionyl chloride, or DMF and oxalyl chloride, or other 
methods known to those skilled in the art to give the acyl 
chloride (XXIX) , which upon treatment with the (AMINE) gives 
the nitro amide (XXX) . Reduction of the nitro amide (XXX) 

30 using methods known to those skilled in the art (see, for 
exaitple. Smith and March, Advanced Organic Chemistry, 5^^ ed.) 
gives amide aniline (XXXI). The amide aniline (XXXI) is then 
treated with diazotizing reagents such as sodium or potassium 
nitrite in mineral acid, followed by a halogen source such as 

-144- 



wo 03/040096 




PCT/US02/36072 



copper (11) halide or alkali metal halide, or by an organic 
diazotizing reagent such as an alkyl nitrite in a strong acid 
such as acetic acid or trif luoroacetic acid, followed by a 
halide source such as copper (II) halide or alkali metal halide 
to give the ester amide (XXI) . 

CHART H discloses a process to prepare the diamide acid 
(IX-XXIII). from the ester amide (XXI), where one of the amides 
is .unsubstituted and is -CO-NH2. This process starts from 
either the ester or the acid, for example the ester amide (XXI) 
is treated with copper (I) cyanide (CuCN) in N- 
methylpyrrolidinone or DMF, preferably N-methylpyrrolidinone, 
to give the nitrile (XXXII) . The nitrile (XXXII) is converted 
to the primary amide (XXXIII) using urea-hydrogen peroxide 
complex (see Synth. Commun. (1993) 3149) or the methods of 
SynthT Commun. (1990) 1445, Synth. Commun. (1997) 3119, J*. Org. 
Chem. (1992) 2521, Tet. Lett. (1996) -6555, -Jnd.. tJ. Chem. , Sect. 
B, (1999) 974, Tet. Lett. (1995) 3469, Tet. Lett. (1998) 3005, 
or others. When the ester amide (XXI) is in the form of an 
ester, an additional hydrolysis step using lithivim hydroxide, 
sodium hydroxide, potass i;mi. hydroxide,, barium hydroxide , or 
other hydrolysis methods known to those skilled in the art is 
used to convert the diamide ester (XXXIII.) to the diamide acid 
(IX-XXIII) . 

CHART I discloses an alternate synthetic route from the 
protected alcohol (VII) to the substituted amine (X) which uses 
a diprotected intermediate (XXXIV) wherein the nitrogen atom 
attached to the Rc substitutent is protected. Using the 
process of CHART I, the mono protected alcohol (VTI) is reacted 
with a new protecting group to form the orthogonally protected 
(XXXIV) . This is a common strategy employed in traditional 
peptide chemistry by those skilled in the art, see M. Bodansky, 
Principles of Peptide Chemistry. When the mono protected 
alcohol (VII) is protected with CBZ one skilled in the art 
could react it with either (B0C)20 in methylene chloride or 
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similax organic solvent or FMOC-Cl in methylene chloride or 
similar organic solvent to prepare orthogonally protected 

(XXXIV) . Then the CBZ group is removed by hydrogenation in the 
presence of a catalytic . amount of palladium on carbon in an 

5 alcoholic solvent,^ such as methanol, or ethyl acetate, or with 
catalytic palladi-i^m on carbon in alcoholic solvents in the 
presence of ammonium formate as is known to those skilled in 
the art. This gives the Rc-N protected (XXXV). Similarly, 
when the mono protected alcohol (VII) is protected as a BOC it 

10 can be reacted with .CBZ-Cl under Schotten-Bauman conditions or 
CBZ-OSu in THF to prepare the reversed (XXXIV) . Then the BOC 
group can be cleaved with hydrochloric acid (4 N) in methanol, 
ethanol or dioxane or with trif luoroacetic acid in methylene 
chloride or by other methods such as those described in The 

15 Peptides, Analysis, Synthesis, Biology, Vol. 3, Ed. E. Gross 
and J. Meienhofer (1981) to liberate the CBZ Rc-N protected 

(XXXV) . This fimctional group manipulation gives various 
permutations in the sequence (VII) to (XXXIV) tc5 (XXXV) as is' 
apparent to one skilled in the art. When the appropriately Rc- 

20 N protected conipound (XXXV) is reacted with the amide forming 
agent (IX) , in acid form, under standard peptide coupling 
conditions, for example, EDC/HOBt in methylene chloride or DMF 
or a previously activated acid, {Rn-)20 gives the corresponding 
RN-substituted Rc-N protected (XXXVI). Simple de-protection of 

25 the RN-substituted Rc-N protected (XXXVI) then gives the 
desired substituted amine (X) . Thus when the I^-substituted 
Rc-N protected (XXXVI) is protected with BOC, treatment with 
hydrochloric acid (4N) in dioxane or the other reagents 
discussed above gives the substituted amine (X) . When the Rn- 

30 ^ substituted Rc-N protected (XXXVI) is protected with CBZ, 
treatment with hydrogen from 10 - 50 psi in alcoholic solvents, 
such as methanol with a catalytic amoiznt of palladium on carbon 
will give, after work-up, the desired substituted amine (X) . 
Similarly when the Rn- substituted Rc-N protected (XXXVI) is • 
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protected with FMOC, treatment with a secondary amine, 
preferably either piperidine (10 %) or diethylairdne (10 %) in 
an inert solvent such as, for exaii5)le, methylene chloride will 
give after work up the desired substituted amine (X) . 

CHART J discloses a process to prepare compounds where the 
phenyl ring of the Rn substituent of -CO-phenyl-CO- is 
substituted with' a sulfonamide group in the 5-position. The 
process starts with the halo amide ester (XXI, CHART E) which 
is reacted with sodium nitrite, sulfvir dioxide, copper chloride 
(II) and acetic acid by the method disclosed in J. Med. Chenii , 
42, 3797 (1999) to prepare the sulfonyl chloride (XXXVII). The 
sulfonyl- chloride (XXXVII) is then reacted with AMINE, as 
defined above, by methods known to those skilled in the art to 
produce the corresponding sulfonamide (XXXVIII). Last the 
sulfonamide (XXXVIII) is transformed to the corresponding 
sulfonamide acid (XXXIX) by methods known to those skilled in 
the art such as using lithium hydroxide, soditjm hydroxide," 
potassium hydroxide, bariiam hydroxide, or other hydrolysis 
methods, known to those skilled in the art. 

CHART K discloses how to prepare the Rm substituents where 
Rh is Bm-i-Xn-, where Xh is -CO- and R»_i is R«.azyi where RN-aryi is 
phenyl substituted with one alk/1 group and one -CO-NRn-jRn-b or 
-C0-Rh_4. See the discussion above for CHART E regarding the 
amine, H-NE^aiphaRNbeta (AMINE) , used to form the amide Rn 
substituents. The process starts with the halo amide ester 
(XXI) which is then reacted with an alkyl boronic acid having 
the desired alkyl group in the presence of a palladium catalyst 
such as Pd(PPh3)Cl2 using the general method described in J". 
Med. Chem.. 4288 (2000). The alkyl boronic acids are 
commercially available or can be prepared by the process" 
described in J. Am. Chem. Soc, 60, 105 (1938). It is preferred 
that lUi-b is bromo. This step produces the alkyl ester (XL) 
which is then hydrolyzed by means known to those skilled in the 
art to produce the desired alkyl acid (XLI) . 
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CHART L discloses a process to prepare the amide forming 
agent (IX - XLVII) where the Rh substituent is Rn-i-3^, where 
the linker, -Xs- is -CO-, where Rb-i is RM-aryi and where Ra-aryi is 
phenyl (-phenyl) substituted with groups: 

■Ci-Ce alkyl, optionally substituted with one, two or three 
stibstituents selected from the group consisting of C1-C3 alkyl, 
-F, -CI, -Br, -I, -OH, -SH, -CSN, -CF3, C1-C3 alkoxy, -NRi-aRi-b 
.where Ri_a and Ri_b are as defined above, and -N(-H and C1-C3 
alkyl) -CO-R».s. This specific amide forming agent, (IX - XLVII) 
is prepared by starting with the phenyl nitro coirpoud (XLII) 
which is - reduced to the corresponding phenyl nitro hydroxy 
con^)oxmd (XLIII) using borane-methyl sulfide or borane in THF. 
The phenyl nitro hydroxy compound (XLIII) is reduced to the 
corresponding phenyl amino hydroxy compound (XLIV) using 
hydrogen and palladium catalyst as is known to those skilled in 
the art. The phenyl amino hydroxy compound (XLIV) is reacted 
with an aldehyde in the presence of a reducing agent such as 
sodi\im cyanoborohydride or sodium triaceto^borohydride to give 
the phenyl substituted amino hydroxy con5>ovind (XLV) . The 
phenyl substituted amino hydroxy compound (XLV) is acylated 
with an acid chloride or acid anhydride by methods known to 
those skilled in the art to give the phenyl -disubstituted amino 
hydroxy compound (XLVI) . The phenyl disubstituted amino 
hydroxy compound (XLVI) is hydrolyzed using an alkali 
hydroxide, followed by acidification, to give the amide forming 
agent (IX - XLVII). The amide forming agent (XLVII) is then 
coupled with amine (VIII) using methods known to those skilled 
in the art and methods previously discussed, such as with 
diethyl cyanophosphonate , to give the substituted amine (X). 
Further treatment of the substituted amine (X) with diethyl 
cyanophosphonate gives the substituted amine where the 
hydroxyalkyl s\ibstitutent on the phenyl ring has a phosphate 
svibstitutent. 
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CHART M discloses a process to prepare amide forming 
agents {IX- L) where the Rh substituent is R„_i-Xn-, where the 
linker, -3^- is -CO-, where Rh-i is RN-aryi and where R».aryi is 
phenyl (-phenyl) substituted with two groups. The first 
substituent .at what is usually identified .as position "5-" can 
be either: , 
-Ru-atyi or 

-Rn -heteroaryl • The second sxibstituent at what is 
usually identified as postion "3-" can be either: 
-CO-NBk_2Rn-3 or 

-CO-Rh.4 . Ruaipha and . Rubeta include both the non-cyclic 
amides, -CO-NRn-2Rn-3. and the cyclic amides-CO-EM.4 where Rn-2, 
Rn-3 and Iki-i are as defined in the claims. The process 
starts with the. trisubstituted phenyl compound (XLVIII) 
where Rw-d is -CI, -Br, -I or -0-triflate. Treatment with 

• an aryl or heteroaryl boronic acid or heteroaryl or aryl 
boronic acid ester such as (aryl or heteroaryl) -B( OH) 2 or 
(aryl or heteroaryl) -B(ORa)(ORl>) (where Ra and R^ are 
lower alkyl, ie. Ci-Ce, or taken, together, Ra and Bp are 
lower alkylene, ie. C2-C12), in the presence of a metal 
catalyst with or without a base in an inert solvent yields 
(XLIX) . Metal catalysts in these transformations include, 
limited to, -salts or phosphine complexes of 
Cu, Pd, or Ni ( eg . Cu ( OAc ) 2 / PdCl2 ( PPhs ) 2 , NiCl2 ( PPhs ) 2 ) . 
Bases may include, but are not limited to, alkaline earth 
metal carbonates, alkaline earth metal bicarbonates, 
alkaline earth metal hydroxides, alkali metal carbonates, 
alkali metal bicarbonates, alkali" metal hydroxides, alkali 
metal hydrides (preferably soditam hydride) , alkali metal 

. alkoxides (preferably sodium methoxide or sodium 
ethpxide) , alkaline earth metal hydrides, alkali metal 
. dialkylamides (preferably lithium diisopropylamide) , 
alkali metal bis (trialkylsilyl) amides (preferably sodixjm 
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bis (trimethylsilyl) amide) / trialkyl amines (preferably 
diisopropylethylamine or triethylamine) or aromatic amines 
(preferably pyridine) . Inert solvents may include/ but 
are not limited to, acetonitrile, dialkyl ethers 
(preferably diethyl ether), cyclic ethers (preferably 
tetrahydrofuran or 1, 4-dioxane) , N,N-dialkylacetamides 
(preferably dimethylacetamide) , N,N-dialkylf ormainides 
(preferably dime thy Iformamide) , dialkylsulf oxides 

(preferably dimethyl sulfoxide) , aromatic hydrocarbons 
(preferably benzene or toluene) or haloalkanes (preferably 
methylene . chloride) . Preferred reaction tentperatures 
rangie from room temperature up to the boiling point of the 
solvent employed. The reactions may ' be rim in 

conventional glassware or in one of many commercially 
available parallel synthesizer units. Non-commercially 
a^^ boronic acids or boronic. acid esters may be 

obtained from the corresponding optionally substituted 
aryl halide as. described in Tetrahedron, 50, 979-988 
^'(1994). Intermediate (XLIX) is then hydrolyzed using 
alkali metal hydroxide, for example lithixam, sodium or 
potassium hydroxide, followed by acidification,, to give 
aryl or heteroaryl coupled acids (IX-L) . Alternatively, as 
described in Tetrahedron, 50, 979-988 (1994), one may 
convert the R]\j-cj to the corresponding boronic acid or 

boronic acid ester (0H)2B- or (OR^) (ORb)B- and obtain the 
same products set forth above by treating with a suitable 
aryl or heteroaryl halide or triflate. 

CHART N discloses a process to prepare amide forming 
agents (IX - LII) where the Rn substituent is Rn-i-Xn- where the 
linker, -Xn- is -CO-, where R^-i is Rw-aryi and where . R^-aryi is 
phenyl (-phenyl) substituted with two groups. The first 
substitutent at what is usually identified as postion ^5-" is - 
Csc-R. The second substituent at what is usually identified as 
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postion *'3-* can be either -CO-NRn-21^-3 or -CO-Rk-4. The halo 
ester (XXI) is treated with a mixture of PdCl2 (Pphenyl3)2 and 
trimethylsilyl acetylene, using methods known to those skilled 
in the art, to give acetylene ester (LI). Acetylene ester (LI) 
is then hydro lyzed using alkali -metal hydroxide, followed by- 
acidification, to give acetylene acid (IX - LII) . 

CHARTS 0 and 0' disclose processes to prepare amide 
forming agents (IX - LX) and (IX - LXIII) with an extended 
methylene group where the Rn substituent is where the 

linker, -Xn- is -CO-, where Rn-i is Rw-aryi and where Rw-aryi is 
phenyl (-phenyl) substituted with two groups. The substituent 
at what is usually identified as postion *'3-'' can be either - 
CO-NRn-2Rn-3 or -CO-Rn-4. In the process of CHART 0, the 
substituent -at the 5-position is -CH2CO-NH2 and in the process 
of CHART 0', the substituent at the 5-position is - CH2C^. 
The starting dies ter. acid (LIII) is reduced with borane in 
solvents such as THF to give the corresponding diester alcohol 
(LIVK The - diester alcohol (LIV) is converted to the 
corresponding diester bromo compound (LV) using a brominating 
agent such as PBra, CBr4, or other halogenating agent such as 
are known to those skilled in the art. The bromine - of the 
diester bromo compound (LV) is then displaced with cyanide to 
give the corresponding nitrile (LVI) . In CHART 0', the nitrile 
(LVI) is then hydrolyzed to the corresponding cyano ester 
(liXI) . The cyano ester (LXI) is then coupled with H-NRjaaRNp 
(AMINE) , as previously described using methods known to those 
skilled in the art to give the corresponding cyano amide 
(LXII) . The cyano amide (LXII) is then hydrolyzed to the 
corresponding cyano acid (IX-LXIII) which is in txim coupled 
with amine (VIII) to give the substituted amine (X). When the 
substitutent on the extended methyl group is -CO-NH2, the 
process of CHART O is used. There the nitrile (LVI) is 
converted to the corresponding diester amine (LVII) by methods 
known to those skilled in the art. The next steps are the same 

-151- 



wo 03/040096 ^ ^ PCT/US02/36072 

as for CHART 0' where the diester and.de (LVII) is hydrolyzed to 
the corresponding ester amine (LVIII) which is then converted 
to the corresponding diainide ester (LIX) which is hydrolyzed to 
the corresponding diamide .acid {IX - LX) . The diainide acid (ix 
- XL) is then coupled with the appropriate amine (VTII) to 
produce the desired substituted amide (X) . 

CHART P discloses a process to prepare amide forming 
agents (IX - LXVII) with an extended hydroxymethylene group 
where the Rh svibstituent is Rw-i-Xi,- where the linker, -Xh- is - 
CO-, where the I^.i is I^-aryi/ where RN-aryi is phenyl, (-phenyl) 
siibstituted with two groups. The substituent at what is usually 
identified as position *3-« can be either-CO-NRN-zRii-a or -CO-Rh. 
4. The process begins with a halo amide. (LXIV) , preferably 
iodo, which is converted to the corresponding aldehyde (LXV) 
and then to the corresponding alcohol (LXVI ) by the method 
described in Synth. Coimun. 28, 4270 (1998), optionally with 
variations known to those skilled in the art. _ Hydrolysis of 
the alcohol (LXVI) using alkali hydroxides,., followed by 
acidification, gives the desired hydroxy acid (IX - LXVII)."" 
The hydroxy acid (IX - LXVII) is then coupled with the 
appropriate amine (VIII) to give the desired substituted amine 
(X). 

CHART Q discloses a process to prepare amide forming 
agents (IX -^ LXXII) with an alkyl group or a halogen atom or an 
amino group at the 5-position where the Rn substituent is Rn-i- 
Xn- where the linker, -Xn- is -CO-, where the Rn-i is RN-aryi, 
where I^-aryi is phenyl (-phenyl) substituted with two groups. 
The substituent at what is usually identified as position «3-» 
can be . either -CO-NR„.2Rm^3 or . -C0-Ri,.4 . The process begins with 
ail appropriately 5-substituted diacid (LXVIII). which is 
esterif ied by methods known to those skilled in the art to give 
the corresponding diester (LXIX) . The diester (LXIX) is then 
hydrolyzed using alkali hydroxides, followed by acidification, 
to -give the corresponding monoacid (LXX) . Alternatively, the 
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monoacid (LXX) can be produced directly from the diacid 
(LXVIII) by known methods. The monoacid (LXX) is then coupled 
with H-NRNalphaRnbeta (AMINE) 

to give the corresponding amide ester (LXXI) . The amide ester - 
5 (LXXI) is then hydrolyzed using alkali hydroxides, followed by 
acidification, to give the corresponding acid amide (IX - 
LXXII) . 

. . CHART.. R. .discloses a general process to prepare the amide 

forming agents (IX - LXXVII) which, for example, have an alkyl 

10 group at what is known as the 5-position and a ketone at the 3- 
position. These acids (IX- LXXVII) are formed by starting with 
the acid (LXXIII) which is converted to the . corresponding acid 
halide (LXXIV)- using methods known to those skilled in the 
art. The acid halide (LXXI V) is preferrably the acid chloride. 

15 The acid halide (LXXIV) in the presence of copper (I) bromide 
' and tetrahydrofuran and at temperatures ranging from -78 
degrees C to 0 degreesC is treated with a Grignard reagent 
(aryl-Mg-X, or alkyl -Mg-rX, where X is -CI or -Br) to give the 
ketone esters (LXXVI and LXXVI'). Many Grignard reagents are 

20 available for purchase; others are prepared by methods known to 
those skilled in the art. An alternative method for preparing 
the ketone esters (LXXVI, LXXVI') is to prepare the Weinreb 
amide (LXXV) , either from the acid (LXXIII) directly or by way 
of acid halide (LXXIV) -.followed by treatment with N,0- 

25 dime thy Ihydroxylamine to give Weinreb amide (LXXV) and then 
treating the Weinreb amide (LXXV) with a Grignard reagent, by 
methods known to those skilled in the art. The ketone esters 
(LXXVI, LXXVI') are then hydrolyzed using alkali hydroxides, 
followed by acidification, to give the ketone acids (LXXVII, 

30 LXXVII' ) ... - - . • ^ 

CHART S discloses various methods to modify the Rn portion 
of the substituted amine (X) where the phenyl ring of the R^ 
moiety is further siibstituted in the 3-ppsition with various 
groups such as aryl and heteroaryl. These conpounds are 
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prepared by methods knovTn to those skilled in the art. The 
process chemistry of each reaction is known to those skilled ixi 
the art. What is novel here is the order of each process step 
and/or the specific reactants used. One skilled in the art 
5 knowing the desired product would know at least one method to 
prepare the desired product by using known starting materials. 
Hence/ the following discussion is not necessary but is set 
forth to further aid those interested in preparing the 
conpounds of the invention. 

10 CHART S sets forth a general method used in the invention 

to prepare the substitued amines (X.) where Rjj = RN-aryl""^N- 
• aryl-% or RN-heteroaryl-%-aryl-%- Treatment of the {S,R)- 
amirie (Vlil) with amide forming agents (IX) according to the 
methods set forth above where for CHART S, Rjj-iis Br-Rjj-aryl 

15 generates the corresponding {S,R) -s\ibstituted amine (X) whfere 
Rjj is Br-NR^aryl^^N- Further treatment with an aryl boronic 
acid or aryl boronic acid ester such as (aryl or heteroaryl)- 
B(0H)2 or (aryl or heteroaryl) -B (OR^) (OR^) (where R^ and are 
lower alkyl, ie. C^-Cg^ or taken together R^ and R^ are lower 

20 alkylene, ie. C2-C12) the presence of a metal catalyst with 
or without a base in an- inert solvent yields the (S,R)- 
substituted amine (X) where Rjj is NR-aryl~NR-.aryl"% 
heteroaryl~%-aryl~XN- Metal catalysts in these 

transformations include, but are not limited to, salts or 

25 phosphine complexes of Cu, Pd, or Ni (eg. Cu(0Ac)2/ 
PdCl2 ( PPh3 ) 2 1 NiCl2 ( PPhs ) 2 ) • Bases may include , but are not 
limited to, alkaline earth metal carbonates, alkaline earth 
metal bicarbonates, alkaline earth metal hydroxides, alkali 
metal carbonates, alkali metal bicarbonates, alkali metal 

30 hydroxides, alkali metal hydrides (preferably sodium hydride), 
alkali metal alkoxides (preferably sodium methoxide or sodium 
ethoxide) , alkaline earth metal hydrides, alkali metal 
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dialkylamides (preferably lithium diisopropylamide) , alkali 
metal bis ( trialkylsilyl ) amides (preferably sodiiim 

bis (trimethylsilyl) amide) , trialkyl amines (preferably 
diisopropylethylamine or triethylamine) or aromatic amines 
5 (preferably pyridine) . Inert- solvents- may include, but are not 
limited to, acetonitrile, diallcyl ethers (preferably diethyl 
ether), cyclic ethers (preferably tetrahydrofuran or 1,4- 
dioxane) , N,N-dialkylacetamides (preferably dimethylacetamide) , 
N,N-dialkylformamides (preferably dime thy Iformamide) , 

10 dialkylsulf oxides (preferably dimethylsulf oxide) , aromatic 
hydrocarbons (preferably benzene or toluene) or haloaalkanes 
(preferably methylene chloride) . Preferred reaction 

teit5>eratures . range from room temperature up to .the - boiling 
point of the solvent employed. The reactions may be run in 

15 conventional glassware or in one of many commercially available 
parallel synthesizer units. Non-commercial ly available boronic 
acids or boronic acid esters may be obtained from the 
corresponding optionally substituted aryl halide as described 
in Tetrahedron, 50, 979-988 (1994). 

20 Where the above chemistry is incompatible with other 

functionality in the (S,R) -substituted amine (X) where Rjq is 

Br-NR.aryl."%' then one skilled in the art will readily 
understand that an alternative sequence of coupling steps is 
required. For example, treatment of an appropriately 

• 25 siibstituted amide forming agent (IX) Rjj.i-Xjj-OH where Rn-i is 

Br-Rjj-aryl- with a boronic acid or boronic acid ester under the 
conditions described above will afford the appropriately 
substituted amide forming agent (IX) where R^-l is NR-aryl'^R- 
aryl .^N-heteroaryl"^N-aryl • When the amide forming agent 
30 (IX) where Rn-i is NR^aryl^NR-aryl or RN-heteroaryl-^N-aryl is 
treated with the (S,R) -amine (VTII), one then obtains the same 
sxibstituted amines (X) set forth in CHART S. 
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The above examples for CHART S are not meant to limit the 
scope of the chemistry. In addition to bromine, a suitable 
group may include iodine or triflate. Alternatively, as 
described in Tetrahedron, 50, 979-988 (1994), one may convert 
5 the Br-Ru-aryl to the corresponding boronic acid or boronic 

acid ester (OH) 2B-RN^aryl or (OR^) (ORt>)B-Rij_aryl and obtain the 
same products set forth above by treating with a suitable aryl 
or heteroaryl halide or triflate. Additionally, each -Rij-aryl 
and -RN-heteroaryl interchangeable at each occurrence in 

10 the chemistry described above. 

CHART T discloses a process to prepare amide forming 
agents (IX - LXXIX) where the Rn substituent is Rn-i-Xn-, where 
the linker, -Xn- is -CO-, where Ru-i is I^-aryi and where Rw-aryi is 
phenyl substituted with -CO-NRNaiphaRNbeta (AMINE) and with an 
15 amide of the formulas: 

- (CH2 ) o-4~N ( -H and Rn-s) -CO-Rn.2 

-(CH2)o-4-N(-H or Rn^5)-S02-Rn-2. 

The process begins , with the amide aniline (XXXI) which is 
reacted with the corresponding acid halide or sulfonyl halide, 

20 or acid anhydride or sulfonyl anhydride to produce the 
corresponding amide ester (LXXVIII) • Suitable solvents include 
THF or dichlorome thane- at -temperatures ranging from -78 degrees 
to 100 degrees C. The amide ester (LXXVIII) is then hydrolyzed 
to the corresponding amide acid (IX - LXXIX) by methods known 

25 to those skilled in the art. When the amide forming agent (IX 
- LXXIX) is reacted with the appropriate amine (VIII), the 
desired compound (X) is obtained. 

CHART U discloses a general method for preparing 
various C-terminal amines (VI) as reed by the preparation of 

30 C-terminal amine (LXXXIV) . Methods to prepare amines of : 
this type are well \inderstood using methods known to those 
skilled in the art, or one may consult the references:- 1) 
^ JACS, 1970, 92, 3700, and 2) US patent 4,351,842. 
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CHART V further discloses general methods for preparing 
various C- terminal amines (VI) as reed by the preparation of 
C"terminal amines (LXXXIX) . Multiple examples of the 
heterocyclic carboxylic acids or acid chlorides are 
5 commercially available. Optionally/ the carboxylic acid 
(LXXXV) may be converted to the acid chloride (LXXXVI) with 
reagents such as, but not limited to, thionyl chloride. 
Displacement with ammonia generates the common intermediate 
amides (LXXXVTI) which are readily reduced to amines (VI - 
ICi LXXXIX) using a variety of methods detailed previously. 
Alternatively, other heteroaryls are commecially available 
as the methyl halide (LXXXVIII) which are treated with 
ammonia to yield the title C-terminal amines (VI 
LXXXVIII) • 

15 CHART W discloses general methods for preparing 

thiazolyl containing C-terminal amines as reed by the 
preparation of C-terminal amines (LXXXXI) . The synthesis of 
the thiazoles is outlined in CHART W; these procedures are 
amply taught in the literatvire and are modified from the 

20 procedures outlined in: Mashragui, SH; Keehn, EM. J. Am. 
Chem. Soc. 1982, 104, 4461-4465. The synthesis of 
substituted 5 -aminomethyl thiazoles (XCI) was achieved from 
5-hydroxymethylthiazole (XC) by the procedure . described in: 
Alterman et al. J. Med. Chem. 1998, 41, 3782-3792. All 

25 other thiazole analogs were transformed to the hydroxymethyl 
derivative using CHART W, and converted to the aminomethyl 
derivative by the Alterman procedure without notable 
changes. .v; ' 

CHART X discloses general methods for preparing isoxazolyl 

30 containing C-terminal amines as reed by the preparation of C- 
terminal amines (XCII) . The synthesis of isoxazole derivatives 
was modified from the procedure in: Felman, SW et al. J. Med. 
Chem. 1992, 35, 1183-1190 and is readily understood by those 
skilled in the art making non-notable changes to achieve the 
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title compounds. The substituted .hydroxylamine precursors were 
synthesized using the procedure taught by Bousquet, EW. Org. 
Synth. Coll. Vol II, 313-315. Commercially available 
propargylamine may be protected using any number of methods 
known in the art (see: Greene, TW; Wuts, PGM. Protective Groups 
in Organic Synthesis, Ed. New York: John Wiley, 1999. 

Chapter 7.), prefered is a BOC protecting group. S\jbstituted 
propargyl amines may be obtained by a number of methods 
commonly known in the art. 

CHART y discloses a general route to ' prepare 
hydroxyethylamines where one carbon atom of the peptide 
backbone, along with R2 and R3 form a ring. It is \mderstood 
that the invention also allows for a heteroatom- 'to be 
incorporated into the ring. In summary, the synthesis of 
compounds where R2 and R3 may form a ring proceeds from a 
suitably protected amino acid, aldehyde and eye loalkyl lithium 
species, both of which are commercially available or where 
known procedures for making -. such compounds are known in the 
art. The general procedure involved is also precedent in the 
literature, for exaniple, see Klumpp, et al., J. Am. Cbem. Soc. , 
1979, 101, 7065, and it is intended that making non-critical 
variations, one may obtain the title compounds provided for by 
CHART y. Treatment of a suitably protected amino acid aldehyde 
and cycloalkyllithium species affords alcohol (XCIII) . These 
reactions are carried out in an inert solvent such as, for 
exaitple, tetrahydrofuran or diethyl ether. Optimally the 
reactions are conducted at low temperatures, for example below 
0 degrees C. Carbonylation via the Klumpp procedure yields the 
acid (XCrv) which when e3q)osed to Curtius, or related 
procedures well known to those skilled in the -art, generates 
th^ primary amine (XCV) . The primary amines (XCV) may be 
capped C-terminally via the conditions set forth in CHART C & D 
followed by nitrogen deprotectioh and capping N-terminally via 
the conditions set forth in CHART A. 
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The compoiinds of the invention may contain geometric or 
optical isomers as well as tautomers. Thus, the invention 
includes all tautomers and pure geometric isomers, such as the 
E and Z geometric isomers, as well as mixtures thereof . 
5 Futhermore, the invention includes pure enantiomers and 
diasteriomers as well as mixtures thereof, including racemic 
mixtures. The individual geometric isomers, enantiomers, or 
diasteriomers may be prepared or isolated by methods known in 
the art. 

10 Compounds of the invention with the stereochemistry 

designated in formula X may be included in mixtures, including 
racemic mixtures, with other, enantiomers, diasteriomers, 
geometric isomers or tautomers. Compoiuids of the invention 
with the stereochemistry designated in formula X are typically 

15 in these mixtxires in excess of 50 percent. Preferably, 
compounds of the invjention with the stereochemistry designated 
in formula X are in these mixtures in excess of 80 percent. 
Most preferably, compounds of the invention with the 
stereochemistry designated in formula X are in these mixtures 

20* in excess -of 90 percent.* 

The compounds of the invention are typically amines and as 
such foim salts when reacted with acids. Pharmaceutically 
acceptable salts- are -preferred over the corresponding (S,R)- 
substituted amines (X) and and the substituted amines with Rn 

25 cyciized (X') since they produce compounds which are more water 
soluble, stable and/or more crystalline. Pharmaceutically 
acceptable salts are any salt which retains the activity of the 
parent compound and does not impart any deleterious or 
undesirable effect on the subject to whom it is administered 

30 and in the context in which it is administered. Pharm- 
aceutically acceptable salts include salts of b6th inorganic 
and organic acids. The preferred pharmaceutically acceptable 
salts include salts of the following acids acetic, aspartic, 
benzenesulfonic, benzoic, bicarbonic, bisulfuric, bitartaric, 
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butyric, calcixam edetate, camsylic, carbonic, chlorobenzoic, 
citric, edetic, edisylic, estolic, esyl, esylic, formic, 
f lomaric , gluceptic , gluconic , glutamic , glycollylarsanilic , 
hexamic, hexylresorcinoic, hydrabamic, hydrobromic, 

.-hydrochloric, hydroiodic, hydroxynaphthoic, isethionic, lactic, 
lactobionic, maleic, malic, malonic, mandelic, methanesulfonic, 
methylnitric, methylsulfuric, mucic, muconic, napsylic, nitric, 
oxalic, p-nitromethanesulfonic, pamoic, pantothenic, 
phosphoric, monohydrogen phosphoric, dihydrogen phosphoric, 
phthalic, polygalactouronic, propionic, salicylic, stearic, 
succinic, succinic, sulfamic , sulf anilic ,' sulfonic , sulfuric , 
tannic,, tartaric, teoclic and toluenesulf onic. For other 
acceptable salts, see Int. J. Pharm., 33, 201-217 (1986) and 
J.Pharm.Sci. , 66(1), 1, (1977). 

The invention provides compounds, coir^ositions, kits, and 
methods for inhibiting beta-secretase enzyme activity and A 
beta peptide production. Inhibition of beta-secretase enzyme 
activity halts or reduces the production of A beta from APP and 
reduces or eliminates the formation of beta-amyloid deposits in 
the brain.- - 

Methods of the Invention 

. The compounds of the invention, .and pharmaceutically 
acceptable salts thereof, are useful for treating humans or 
animals ' suffering from ^ a condition characterized by a 
pathological form of beta-amyloid peptide, such as beta-amyloid 
plagues, and for helping to prevent or delay the onset of such 
a condition. The compounds and compositions of the invention 
are particularly useful for treating or preventing Alzheimer's 
disease. The compounds of the invention can either be used 
individually or in conibination, as is best for the patient. 

As used herein, the term ^treating*' means that the 
compounds of the invention can be used in humans with at least 
a tentative diagnosis of disease. The compounds of the 
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invention will delay or slow the progression of the disease 
thereby giving the individual a more useful life span. 

The term "preventing* means that the compounds of the 
invention are useful when administered to a patient who has not 
5 been diagnosed as possibly having the disease at the time of 
administration, but who would normally be expected to develop 
the disease or be at increased risk for the disease. The 
coitpounds of the invention will slow the development of disease 
symptoms/ delay the onset of the disease, or prevent the 

10 " individual from developing the disease at all. Preventing also 
• includes administration of the compounds of the. invention to 
those individuals thought to be predisposed to the disease due 
to age, familial history, genetic or chromosomal abnormalities, 
and/ or due to the presence of one or more biological markers 

15 .. for the disease, such as a known genetic mutation of APP or APP 
cleavage products in brain tissues or fluids. 

In treating or preventing the above . diseases, the 
compoiinds of the invention are administered in a 
therapeutically effective amount. The therapeutically 

20 effective amoxont will vary depending on the particular corapoiind 
used and the route of administration, as is known to those 
• skilled in the. art.. 

In addition, the compounds of the invention can also be 
used with inhibitors of P-glycoproten (P-gp) . The use of P-gp 

25 inhibitors is known to those skilled in the art. See for 
example, Cancer Research, 53, 4595-4602 (1993), Clin. Cancer 
Res., 2, '7-12 (1996), Cancer Research, 56, 4171-4179 (1996), 
International Publications WO99/64001 and. WOOl/10387. The 
important thing is that the blood level of the P-gp inhibitor 

30 be such that it exerts its effect in inhibiting P-gp from 
decreasing brain blood levels of the compounds of the 
invention. To that end the P-gp inhibitor and the coitipounds of 
the invention can be administered at the same time, by the same 
or different route of administration, or at different times. 
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The important thing is not the time of acSmini strati on but 
having an effective blood level of the P-gp inhibitor. 

Suitable P-gp inhibitors include cyclosporin A, verapamil, 
tamoxifen, guinidine. Vitamin E-TGPS, ritonavir, megestrol 
5 acetate, progesterone, rapamycin, 10, 11-methanodibenzosuberane, 
phenothiazines , acridine derivatives such as GF120918, FK506, 
VX-710, Ly335979, PSC-833, GF-102,918 and other steroids. It 
is to be Tinders tood that additional agents will be found that 
do the same fvmction and are also considered to be useful. 
10 The P-gp inhibitors can be administered orally, 

parenterally, (IV, IM, IM-depo, SQ, SQ-depo) , topically, 
s\iblingually, rectally, intranasally, intrathecally and by 
iitiplant . 

The . therapeutically effective amount of the P-gp 

15 inhibitors is from about 0.1 to about 300 mg/kg/day, preferably 
about 0.1 to about 150 mg/kg daily. It is understood that 
while a patient may be started on one dose, that dose may have 
to be varied over time as the patient ' s condition changes. 

When administered orally, the P-gp inhibitors can be 

20 administered in usual dosage forms for oral administration as 
is knovjn to those skilled in the art. These dosage forms 
include the usual solid unit dosage forms of tablets and 
capsules as well as liquid dosage forms such as solutions, 
suspensions and elixirs. When the solid dosage forms are used, 

25 it is preferred that they be of the sustained release type so 
that the P-gp inhibitors need to be administered only once or 
twice daily. The oral dosage forms are administered to the 
patient one thru four times daily. It is preferred that the P- 
gp inhibitors be administered either three or fewer times a 

30 day, more preferably once or twice daily. Hence, it ,is. 
preferred that the P-gp inhibitors be administered in solid 
dosage form and further it is preferred that the solid dosage 
form be a sustained release fo3:in which permits once or twice 
• daily dosing. It is preferred that what ever dosage form is 
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used, that it be designed so as to protect the P-gp inhibitors 
from the acidic environment of the stomach. Enteric coated 
tablets are well Icnown to those skilled in the art. in 
addition, capsules filled with small spheres each coated to 
5 protect from the acidic stomach, are also well known to those 
skilled in the art. 

In addition, the P-gp inhibitors can be administered 
parent erally. When administered parent erally they can be 
administered IV, IM, depo-IM, SQ or depo-SQ. 

10 The P-gp inhibitors can be given siiblingually. When given 

sublingual ly, the P-gp inhibitors should be given one thru four 
times daily in the same amount as for IM aditiinistration. 

The P-gp inhibitors can be given intranasally. When given 
by this route of administration, the appropriate dosage forms 

15 are a nasal spray or dry powder as is known to those skilled in 
the art. The dosage of the P-gp inhibitors for intranasal 
administration is the same as for IM administration. 

The P-gp inhibitors can be given int r a thecal ly. When, 
given by this route of administration the appropriate dosage 

20 form can be a parenteral dosage form, as is known to those 
skilled in the art. 

The P-gp inhibitors can be given topically. When given by 
this route of administration, the appropriate dosage form is a 
cream, ointment or patch. Because of the amount of the P-gp 

25 inhibitors needed to be administered the patch is preferred. 
However, the amount that can be delivered by a patch is 
limited. Therefore, two or more patches may be required. The 
number and size of the patch is not important, what is 
important is that .a therapeutically effective amount of the P- 

30 gp inhibitors be delivered as is known to' those skilled in the 
art . 

The P-gp inhibitors can be administered rectally by 
suppository as is known to those skilled in the art. 



-163- 



wo 03/040096 




PCT/US02/36072 



The P-gp inhibitors can be acSministered by inplants as is 
known to those skilled in the art. 

There is nothing novel about the route of administration 
nor the dosage forms for administering the P-gp inhibitors. 
Given a particular. P-gp inhibitor, and a desired dosage form, 
one skilled, in the art would know how to prepare the 
appropriate dosage form for the P-gp. inhibitor. 

It should be apparent to one skilled in the art that the 
exact dosage and frequency of administration will depend on the 
particular coirpounds of the invention administered, the 
particular condition being treated, the severity of the 
condition being treated, the age, weight, . general physical 
condition of the particular patient, other medication the 
individual may be taking as is well known to those skilled in 
the art. . n . . . 

Dosage forxas and amounts 

The compounds of the invention can be administered orally, 
parenternally, (IV, IM, depo-IM, SQ, . and depo SQ) , 
sublingually, intranasally - (inhalation), intrathecally, 
topically, or rectally. Dosage forms known to those of skill 
in the art are suitable for delivery of the compounds of the 
invention. 

Compositions are provided that contain therapeutically 
effective amounts of the conpounds of the invention. The 
compounds are preferably formulated into suitable 
pharmaceutical preparations such as tablets, capsules, or 
elixirs for oral administration or in sterile solutions or 
suspensions for parentemal administration. Typically the 
compounds described above are formulated into pharmaceutical 
contpositions using techniques and procedures well known in the 
art. 

About 1 to 500 mg of a coit5)Ound or mixture of coit5)ounds of 
the invention or a physiologically acceptable salt or ester is 
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confounded with a physiologically acceptable vehicle, carrier, 
excipient, binder, preservative, stabilizer, flavor, etc., in a 
unit dosage form as called for by accepted pharmaceutical 
practice. The amount of active substance in those compositions 
or preparations is such that a suitable dosage in the range 
indicated is obtained. The compositions are preferably 
formulated in a imit- dosage form, each dosage containing from 
about 2 to about 100 mg, more preferably about 10 to about 30 
mg of the active ingredient. The term *'unit dosage from" 
refers to physically discrete units suitable as unitary dosages 
for hximan subjects and other mammals, each unit containing a 
predetemined quantity of active material calculated to produce 
the -desired therapeutic effect, in association with a suitable 
pharmaceutical excipient. 

To prepare compositions, one or more compounds of the 
..invention are mixed with a suitable pharmaceutically acceptable 
carrier. Upon mixing or addition of the compound (s ) , the 
resulting mixture may be a solution, suspension, emulsion, or 
the like. Liposomal suspensions may also be suitable as 
pharmaceutically acceptable carriers. These may be prepared 
according to methods known to those skilled in the art. The 
form of the resulting mixture depends upon ja number of factors, 
including the intended mode of administration and the 
solubility of the compound in the selected carrier or vehicle. 
The effective concentration is sufficient for lessening or 
ameliorating at least one symptom of the disease, disorder, or 
condition treated and may be empirically determined. 

Pharmaceutical carriers or vehicles ' suitable for 
administration of the compounds provided herein include any 
such carriers known to those skilled in the art to be suitable 
for the particular mode of administration. In addition, the 
active materials can also be mixed with other active materials 
that do not impair the desired action, or with materials that 
supplement the desired action, or have another action. The 
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coitpoxinds may be formulated as the sole pharmaceutically active 
ingredient in the composition or may be combined with other 
active ingredients. 

Where the compoimds exhibit insufficient soliibility, 
5 methods for spliobilizing may be used. Such methods are known 
and include, but are not limited to, using cosolvents such as 
dimethylsulf oxide (DMSO) , using surfactants such as Tween®, and 
dissolution in aqueous sodium bicarbonate. Derivatives of the 
coiipounds, such as salts or prodrugs may also be used in 

10 formulating effective pharmaceutical compositions. 

The concentration of the compound is effective for 
delivery of an amount upon administration that lessens or 
ameliorates at least one syxrtptom of the disorder for which the 
conpound is administered. Typically, the compositions are 

15 formulated for single dosage administration. 

The compounds of the invention may be prepared with 
carriers that protect them against rapid elimination from the 
body, such as time-release formulations or coatings. Such 
carriers include controlled release formulations, such as, but 

20 not limited to, microencapsulated delivery systems. The active 
compound is included in the pharmaceutically acceptable carrier 
in an amount sufficient to exert a therapeutically useful 
effect in the absence of undesirable side effects on the 
patient treated. The therapeutically effective concentration 

25 may be determined empirically by testing the coitpounds in Icnown 
in vitro and in vivo model systems for the treated disorder. ' ^ 
The compounds and coittpositions of the invention can be 
enclosed in multiple or single dose containers. The enclosed 
coinpoxinds and compositions can be provided in kits, for 

30 example, including component parts that can be assembled for 
use. For example, a compound inhibitor in lyophilized form and 
a suitable diluent may be provided as separated components for 
combination prior to use. A kit may include a compound 
inhibitor and a second therapeutic agent for co-administration. 
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The inhibitor and second therapeutic agent may be pr.ovided as 
separate component parts, A kit may include a plurality of 
containers, each container holding one or more unit dose of the 
compound of the invention. The containers are preferably 
5 adapted for the desired mode of administration, including, but 
not limited to tablets, gel capsules, sustained-release 
capsules, and the like for oral administration; depot products, 
pre-filled syringes, ampules, vials, and the like for 
parentemal administration; and patches, medipads, creams, and 

10 the like for topical administration. 

The concentration of active compound in the drug 
composition will depend on absorption, inactivation, and 
excretion rates of the active coitpound, the dosage schedule, 
and amount administered as well as other factors known to those 

15 of skill in the -art. i}) 

The active ingredient may be administered at once, or may 
be divided into a niimber of smaller doses to be administered at* 
intervals of time. It is understood that the precise dosage 
and duration of treatment, is a function of the disease being. 

20 treated and may be determined empirically using - known testing 
protocols or by extrapolation from in vivo or in vitro test 
data. It is to be noted, that concentrations and dosage values 
may also vary with the severity of the condition to be 
alleviated^. It is to be further understood that for any 

25 particular subject, specific dosage regimens should be adjusted 
over time according to the individual need and the professional 
judgment of the person administering . or supervising the 
administration of the compositions, and that the concentration 
ranges set forth herein are exemplary only and are not intended 

30 to limit the scope or practice of the claimed conrpositions. 

If oral administration is desired, the compound should be 
provided in a composition that protects it from the acidic 
environment of the stomach. For example, the coinposition can 
be formulated in an enteric coating that maintains its 
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integrity in the stomach and releases the active conpoxind in 
the intestine. The composition may also be formulated in 
combination with an antacid or other such ingredient. 

Oral compositions will generally include an inert diluent 
5 or an edible carrier and may be compressed into^ . tablets or 
enclosed in gelatin capsules. For the purpose of oral 
therapeutic administration, the active compound or compounds 
can be incorporated with excipients and used in the form of 
tablets, capsules, or troches. Pharmaceutically compatible 

10 binding agents and adjuvant materials can be included as part 
of the composition. 

The tablets, pills, capsules, troches, and the like can 
. contain, amy of the following ingredients or compounds of a 
similar nature: a binder such as, but not limited to, g\im 

15 tragacanth, acacia, com starch, or . gelatin; an excipient such 
as- microcrystalline cellulose, starch, or lactose; a 
disintegrating agent such as, but not limited to, alginic acid 
and com starch; a lubricant such as, but not . limited to, 
maghesiiim stearate; . a gildant, such as, but not limited to, 

20 colloidal silicon dioxide; a sweetening agent such as sucrose 
or saccharin; and a flavoring agent such as peppermint, methyl 
salicylate, or fruit flavoring. 

When the dpsage unit form is a capsule,, .it can contain, in 
addition to material of the above type, a liquid carrier such" 

25 as a fatty oil. In addition, dosage unit forms can contain 
various other materials, which modify- the physical form of the 
dosage unit, for example, coatings of sugar and other enteric 
agents • The compounds can also be administered as a coitponent 
of an elixir, suspension, symp, wafer, chewing gim or the 

30 like. A syrup may contain, in addition to the active 
compovinds, sucrose as a sweetening agent and - certain 
preservatives, dyes and colorings, and flavors. 
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The active materials can also be mixed with other active 
materials that do not impair the desired action, or with 
materials that supplement the desired action. 

Solutions or suspensions used for parentemal, 
5 intradermal,- subcutaneous, or topical application can include 
any of the following components: a sterile diluent such as 
water for injection, saline solution, fixed oil, a naturally 
occurring vegetable oil,, such as sesame oil, coconut oil, peanut 
oil, cottonseed oil, and the like, or a synthetic fatty vehicle 

10 such as ethyl, oleate, and the like, polyethylene glycol, 
glycerine, propylene glycol, or other synthetic solvent; 
antimicrobial agents such as benzyl- alcohol and methyl 
parabens; antioxidants such as ascorbic acid -and sodixim 
bisulfite; chelating agents such as ethylenediaminetetraacetic 

15 acid (EDTA) ; buffers such as acetates, citrates, and 
phosphates; and agents for the adjustment of tonicity such as 
sodium chloride and dextrose. Parentemal preparations can be 
enclosed in ampoules, disposable - syringes, or multiple dose 
vials made of glass, plastic, or other suitable material. 

20 Buffers, preseinratives, antioxidants, and the like can be 
incorporated as required. 

Where administered intravenously, suitable carriers 
include physiological saline, phosphate buffered saline (PBS) , 
and solutions containing thickening and solubilizing agents 

25 such as glucose, polyethylene glycol, polypropyleneglycol , and 
mixtures thereof. Liposomal suspensions including tissue- 
targeted liposomes may also be suitable as pharmaceutically 
acceptable carriers. These may be prepared according to 
methods known for example, as described in U.S. Patent No. 

30 4,522,811. - 

The active compounds . may be prepared with carriers that 
protect the compound against rapid elimination from the body, 
such as time-release formulations or coatings. Such carriers 
include controlled release formulations, such as, but not 
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limited to, implants and microencapsulated delivery systems, 
and biodegradable, biocompatible polymers such as collagen, 
ethylene vinyl acetate, polyanhydrides, polyglycolic acid, 
polyorthoesters, polylactic acid, and the like. Methods for 
■ 5 preparation of such formulations are known to those skilled in 
the art . 

The compoiinds of the invention can be administered orally, 
parentemally (IV, IM, depo-IM, SQ, and depo-SQ) , sublingually, 
intranasally (inhalation) , intrathecal ly, topically, or 

10 rectally. Dosage forms known to those skilled in the art are 
suitable for delivery of the compoiinds of the invention. 

Compounds of the invention may be administered enteral ly 
or parenterally . When administered orally, compounds of the 
invention can be administered in usual dosage forms for oral 

15 administration as is well known to those skilled in the art. 
These dosage forms include the usual solid unit dosage forms of 
tablets and • capsules as well as liquid dosage forms such as 
solutions, suspensions, and elixirs. When the solid dosage 
forms are ;used, it is preferred that they be of the sustained 

20 release type so that the coitpounds of the invention need to be 
administered only once or twice daily. 

. The oral dosage forms are administered to the. patient 1, 
2, 3, or 4 times daily. It is preferred that the compounds of 
the invention be administered either three or fewer times, more 

25 preferably once or twice daily. Hence, it is preferred that 
the compoixnds. of the invention be administered in oral dosage 
form. It is preferred that whatever oral dosage form is used, 
that it be designed so as to protect the compoxinds of the 
invention from the acidic environment of the stomach. Enteric 

30 coated tablets are well known to those skilled in the art. In 
addition, capsules filled with small spheres each coated to 
protect from, the acidic stomach, are also well known to those 
skilled in the art. 
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When acaministered orally, an administered amoiint 
therapeutically effective to inhibit beta-secretase activity, 
to inhibit A beta production, to inhibit A beta deposition, or 
to treat or prevent AD is from about 0,1 mg/day to about 1,000 
5 mg/day. It is preferred that' the oral dosage is from about 1 
mg/day to about 100 mg/day. It is more preferred that the oral 
dosage is from about 5 mg/day to about 50 mg/day. It is 
understood that while a patient may be started at one dose, 
that dose may be varied over time as the patient's condition 
10 changes. 

Compoiinds of the invention may also be advantageously 
delivered in a nano crystal dispersion fonmilation. 
Preparation of such formulations is described, for example, in 
U.S. Patent 5,145,684. Nano crystalline dispersions of HIV 

15 protease inhibitors and their method of use are described in US 
6,045,829. The nano crystalline formulations typically afford 
greater bioavailability of drug compounds. 

The compounds of the invention can be administered 
parenterally, for example, by IV, IM, depo-IM, SC, or depo-SC. 

20 When administered parenterally, a therapeutically effective 
amount of about 0.5 to about 100 mg/day, preferably from about 
5 to about 50 mg daily should be delivered. When a depot 
formulation is used for injection once a month or once every 
two weeks, the dose should be about 0.5 mg/day to about 50 

25 mg/day, or a monthly dose of from about 15 mg to about 1,500 
mg. ■ In part because of the forgetfulness of the patients with 
Alzheimer's disease, it is preferred that the parenteral dosage 
form be a depo formulation. 

The compounds of the invention can be administered 

30 sublingually. When given sublingually, the compounds of the 
invention should be given one to four times daily in the 
amounts described above for IM administration. 

The coirpoxinds of the invention can be administered 
intranasally. When given by this route, the appropriate dosage 
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forms are a nasal spray or dry powder, as is known to those 
skilled in the art. The dosage of the compounds of the 
invention for intranasal administration is the amoxant described 
above for IM administration. 
5 The compounds of the invention can be administered 

intrathecaily. When given by this route the appropriate dosage 
form can be a parentemal dosage form as is known to those 
skilled in the art. The dosage of the compounds of the 
invention for intrathecal administration is the amount 

10 described above for IM administration. 

The compounds of the invention can be administered 
topically. When given by this route, the appropriate dosage 
. form is a cream, ointment/ or' patch. Because -of the amount of 
the compounds of the invention to be administered, the patch is 

15 preferred. When administered topically/ the dosage is from 
about 0.5 mg/day to about 200 mg/day. Because the amount that 
can be delivered by a patch is limited, two or more patches may 
,be used. The number and size of the patch is not important, 
what is important is that a therapeutically effective amount of 

20 the compounds of the invention be delivered as is known to 
those skilled in the. art. The compounds of the invention can 
be administered rectally by suppository as is loiown to those 
skilled in the art. When administered by suppository, the 
therapeutically effective amount is from about 0.5 mg to about 

25 500 mg. 

The compounds of the invention can be administered by 
implants as is known to those skilled in the art. When 
administering a compound of- the invention by implant, the 
therapeutically effective amoxint is the amount described above 
30 for depot administration. 

The invention here is the new compoiinds of the invention 
and new methods of using the compounds of the invention. Given 
a particular compound of the invention and a desired dosage' 
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form, one skilled in the art would know how to prepare and 
administer the appropriate dosage fom. 

The coirtpounds of the invention are used in the same 
manner, by the same routes of administration, using the same 
5 pharmaceutical dosage forms, and at the same dosing schedule as 
described above, for preventing disease or treating patients 
with MCI '(mild cognitive impairment) and preventing or delaying 
the onset of Alzheimer's disease in those who would progress 
from MCI to AD, for treating or preventing Down' s. syndrome, for 

10 treating htamans who have Hereditary Cerebral Hemorrhage with 
Amyloidosis of the Dutch-Type, for treating cerebral amyloid 
angiopathy and preventing its potential consequences, i.e. 
••-single and recurrent lobar hemorrhages, for treating other 
degenerative dementias, including dementias of mixed vascular 

15 and degenerative origin, dementia associated with Parkinson's 
disease, dementia associated with progressive supranuclear 
palsy, dementia associated with cortical basal degeneration, 
Frontoteirrporal dementias with parkinsonism (FTDP) and diffuse 
Lewy body type of Alzheimer's disease. 

20 The compounds of the invention can be used in combination, 

with each other or with other therapeutic agents or . approaches 
used to treat or prevent the conditions listed above. . Such 
agents or approaches include: acetylcholine esterase 

inhibitors such 'as tacrine ( tetrahydroaminoacridine, marketed 

25 as COGNEX®) , donepezil hydrochloride, (marketed as Aricept® and 
rivastigmine (marketed as Exelon®) ; gamma- secret as e 

inhibitors; anti-inflammatory agents such as cyclooxygenase II 
inhibitors; anti-oxidants such as Vitamin E and ginkolides; 
immunological approaches, such as, for example, immunization 

30 with A beta peptide or administration of anti-A beta peptide 
antibodies; statins; and direct or indirect neurotropic 
agents such as Cerebrolysin®, AIT-082 (Emilieu, 2000, Arch. 
Neurol. 57:454), and other neurotropic agents of the future. 
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It should be apparent to one skilled in the art that the 
exact dosage and frequency of administration will depend on the 
particular compounds of the. invention administered, the 
particular condition being treated, the severity of the 
5 condition being treated, the age, weight, general physical 
condition of the particular patient, and other medication the 
individual may be taking as is well known to administering 
physicians who are skilled in this art. 

10 Inhibition of APP Cleavage 

The coitpounds of the invention inhibit cleavage of APP 
between Met595 and Asp596 nximbered for the APP695 isoform, or a 
mutant thereof, or at a corresponding site of a different 
isoform, such as APP751 or APP770, or a mutant thereof 

15 (sometimes referred to as the "beta secretase site"). 
Inhibitory activity is demonstrated in one of a variety of 
inhibition assays, whereby cleavage of- an.: .APP- substrate in the 
presence of a beta-secretase enzyme is analyzed in the presence 
of the inhibitory compound, under conditions normally 

20 sufficient to result in cleavage at the beta-secretase cleavage 
site. Reduction of APP cleavage at the beta-secretase cleavage 
site compared with an untreated or inactive control is 
correlated with inhibitory activity. Assay systems that can be 
used to demonstrate efficacy of the confound inhibitors of the 

25 invention are known. Reative assay systems are described, for 
example, in U.S. Patents No. 5,942,400, 5 , 744, 346, as - well as 
in the Examples below. 

The enzymatic activity of beta-secretase and the 
production of A beta can be analyzed in vitro or in vivo, using 

30 natural, mutated, and/or synthetic APP substrates, natural, 
mutated, and/or synthetic enzyme, and the test compound. The 
analysis may involve primary or secondary cells expressing 
native, mutant, and /or synthetic APP and enzyme, animal models 
expressing native APP and enzyme, or may utilize transgenic 
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animal models expressing the substrate and enzyme. Detection 
of enzymatic activity can be by analysis of one or more of the 
cleavage products, for exaitple, by immunoassay, flurometric or 
chromogenic assay, HPLC, or other means of detection. 
5 Inhibitory compounds are determined as those having the ability 
to decrease the amount of beta-secretase cleavage product 
produced in comparison to a control, where beta--secretase 
mediated cleavage in the reaction system is observed and 
measured in the absence of inhibitory compounds. 
10 .... .. 

Beta-secretase 

Various forms of beta-secretase enzyme are known, and are 
available ''and useful for assay of enzyme activity and 
inhibition of enzyme activity. These include native, 

15 ' recoiiibinant, and synthetic forms of the enzyme. Human beta- 
• secretase is known as Beta Site APP Cleaving Enzyme (BACE) , 
Asp2; and memapsin 2, and has been- characterized, for example, 
in U . S . Patent No . 5,744,346 and pxiblished PCT patent 
applications W098/22597, WOOO/03819, WOOl/23533, and 

20 WO007l7369, as well as in literature publications (Hussain 
_.,et..al., 1999, Mol.Cell.Neurosci . 14:419-427; Vassar et.al., 

1999, Science 286:735-741; Yan et.al., 1999, Nature 402:533- 
537; Sinha et.al. > 1999, I\7ature 40:537-540; and Lin et.al., 

2000, PNAS USA 97:1456-1460). Synthetic forms of the enzyme 
25 have also been described (W098/22597 and WOOO/17369) . Beta- 
secretase can be extracted and purified from human brain tissue 
and ccin be produced in cells, for exaitple mammalian cells 
expressing recombinant enzyme. 

Useful inhibitory compounds are effective to inhibit 50% 
30 of beta-secretase enzymatic activity at a concentration of less 
than 50 micromolar, preferably at a concentration of iO 
micromolar or less, more preferably 1 micromolar or less, and 
most preferably 10 nanomolar or less. 
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APF substrate 

Assays that demonstrate inhibition of beta-secretase- 
mediated cleavage of APP can utilize any of the known forms of 
APP, including the 695 amino acid "normal" isotype described by 
Kang et.al., 1987, JNature 325:733-6, the. 770 amino acid isotype 
described by Kitaguchi et. al., 1981, Nature 331:530-532, and 
variants such as the Swedish Mutation (KM670-1NL) (APP-SW) , . the 
London Mutation {V7176F) , and others. See, for example, U.S. 
Patent No. 5,766,846 and also Hardy, 1992, Ifature Genet. 1:233- 
234, for a review of known variant mutations. Additional 
useful substrates include the dibasic amino acid modification, 
APP-KK disclosed, for example, in WO 00/17369, fragments of 
APP, and synthetic peptides containing the beta-secretase 
cleavage site,, wild type (WT) or mutated form, e.g., SW, as 
described, for example, in U.S. Patent No 5,942,400 and 
WOOO/03819. 

The APP substrate contains - the beta-secretase cleavage 
site of APP (KM-DA or NL-DA) for example, a complete APP 
peptide or variant, an APP fragment, a recombinant or synthetic 
APP, or a fusion peptide. Preferably, the fusion peptide 
includes the beta-secretase cleavage site fused to a peptide 
having a moiety useful for enzymatic assay, for example, having 
isolation and/or detection properties. A useful moiety may be 
an antigenic epitope for antibody binding, a label or other 
detection moiety, a binding substrate, and the like. 

Antibodies 

Products characteristic of APP cleavage can be measured by 
iircminoassay using various antibodies, as described, for 
example,, in Pirttila et.al., 1999, J\7euro. Lett. 249:21-4, and in 
U.S. Patent No. 5,612,486. Useful antibodies to detect A beta 
include, for example, the monoclonal antibody 6E10 (Senetek, 
St. Louis, MO) that specifically recognizes an epitope on amino 
acids 1-16 of the A beta peptide; antibodies 162 and 164 (New 
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York State Institute for Basic Research, Staten Island, NY) 
that are specific for human A beta 1-40 and 1-42, respectively; 
and antibodies that recognize the jxinction region of beta- 
amyloid peptide, the site between residues 16 and 17, as 
5 described in U.S. Patent No. 5,593,846. Antibodies raised 
against a synthetic peptide of residues 591 to 596 of APP .and 
SW192 antibody raised against 590-596 of the Swedish mutation 
are also useful in immunoassay of APP and its cleavage 
products, as. described in U.S. Patent Nos. 5,604,102 and 
10 5,721,130. 

Assay Systems 

Assays for determining APP cleavage at the beta-secretase 
cleavage site are well known in the art. Exemplary assays, are 
15 described, for example, in U.S. Patent Nos. 5,744,346 and 
5,942,400, and described in the Examples below. 

Cell free assays 

Exemplary assays that can be used to demonstrate the 
20 inhibitory activity of the compounds of the invention are 
described, for example, in WOOO/17369, WO 00/03819, and U.S. 
Patents No. 5,942,400 and 5,744,346. Such assays can be 
performed in cell -free inci±)ations or in cellular incubations 
using cells expressing a beta-secretase and an APP substrate 
25 having a beta-secretase cleavage site. 

An APP sxibstrate containing the beat-secretase cleavage 
site of APP, for example, a complete APP or variant, an APP 
fragment, or a recombinant or synthetic APP substrate 
containing the amino acid sequence: KM-DA or NL-DA, is 
30 incubated in the presence of beta-secretase enzyme, a fragment 
thereof, or a synthetic or recombinant polypeptide " variant 
having beta-secretase activity and effective to cleave the 
beta-secretase cleavage site of APP, under incubation 
conditions suitable for the cleavage activity of . the enzyme. 

-177- 



wo 03/040096 ^ ^ PCT/US02y36072 

Suitable substrates optionally include derivatives that may be 
fusion proteins or peptides that contain the substrate peptide 
and a modification useful to facilitate the purification or 
detection of the peptide or its beta-secretase cleavage 
5 products. Useful modifications include the insertion of a 
known antigenic epitope for antibody binding; the linking of a 
label or detectable moiety, the linking of a binding substrate, 
and the like. 

Suitable incTibation conditions for a cell-free in vitro 

10 assay include, for example: -approximately 200 nanomolar to 10 
micromolar siibstrate, approximately 10 to 200..picomolar enzyme, 
and approximately 0.1 nanomolar to 10 micromolar inhibitor 
compound, in aqueous solution, at an approximate pH of 4 -7, 
at approximately 37 degrees C, for a time period of 

15 approximately 10 minutes to 3 hours. These inciibation 
conditions are exemplary only, and can be varied as required 
for the particular assay components and/ or desired measurement 
system. Optimization of the incubation conditions for the 
particular assay coittponents should account for the specific 

20 beta-secretase enzyme used and... its pH optimum, any additional 
enzymes and/ or markers that might be used in the assay, and the 
like. Such optimization- is routine and will not require undue 
experimentation . 

One useful assay utilizes a fusion peptide having maltose 

25 binding protein (MBP) fused to the C- terminal 125 amino acids 
of APP-SW. The MBP portion is captured on an assay substrate 
by anti-MBP capture antibody. Inc\ibation of the captured 
fusion protein in the presence of beta-secretase results* ih 
cleavage of the substrate, at the beta-secretase cleavage site. 

30 Analysis of the cleavage activity can be, for example, by 
immunoassay of cleavage products. One such immunoassay detects 
a unique epitope exposed at the carboxy terminus of the cleaved 
fusion protein, for example, using the antibody SW192.. This 
assay is described, for exanple, in U.S. Patent No 5, 942, 400. 
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Cellular assay 

Numerous cell-based assays can be used to analyze beta- 
secretase activity and/or processing of APP to release A beta. 
5 Contact of an APP sxibstrate with a beta-secretase enzyme within 
the cell and in the presence or absence of a coir^jound inhibitor 
of the invention can be used to demonstrate beta-secretase 
inhibitory -activity of the compound. Preferably, assay in_the 
presence of a useful inhibitory conpound provides at least 

10 about 30%, most preferably at least about 50% inhibition of the 
enzymatic activity, as compared with a non-inhibited control. 

In one embodiment, cells that naturally express beta- 
secretase are used. Alternatively, cells are modified to 
express a recombinant beta-secretase or synthetic variant 

15 enzyme as discussed above. The APP substrate may -be added to 
the culture medium and is preferably expressed in the cells. 
Cells that naturally express APP, variant or mutant forms of 
APP, or cells transformed to express an isoform of APP, mutant 
or variant APP, recombinant or synthetic APP, APP fragment, or 

20 synthetic . APP peptide or fusion protein containing the beta- 
secretase APP cleavage site can be used, provided that the 
^ expressed APP is permitted to contact the enzyme and enzymatic 
cleavage activity Ccui be analyzed. 

Human cell lines that normally process A beta from APP 

25 provide a useful means to assay inhibitory activities of the 
compounds of the invention. Production and release of A beta 
and/or other cleavage products into the culture medium can be 
measured, for example by immunoassay, such as Western blot or 
enzyme-linked immunoassay (EIA) such as by ELISA. 

30 Cells expressing an APP substrate and an active beta- 

secretase can be incubated in the presence of a compoiond 
inhibitor to demonstrate inhibition of enzymatic -activity as 
compared with a control. Activity of beta-secretase can be 
measured by analysis of one or more cleavage products of the 
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APP substrate. For example, inhibition of beta-secretase 
activity against the siabstrate APP would be expected to 
decrease release of specific beta-secretase induced APP 
cleavage products such as A beta. 
5 Although both neural and non-neural cells process and 

release A beta, levels of endogenous beta-secretase activity 
are low and often difficult to detect by EIA. The use of cell 
types known to have enhanced beta--secretase activity, enhanced 
processing of APP to A beta, and/or enhanced production of A 
10 beta are therefore preferred. For example, transfection of 
cells, with the Swedish Mutant form of APP (APP-SW) ; with APP- 
KK; or with APP-SW-KK provides cells having enhanced beta- 
secretase activity and. producing amoimts of A beta that can be 
readily measured, 

15 In such assays, for example, the cells expressing APP and 

beta-secretase are incubated in a culture mediiim under 
.conditions, suitable for beta-secretase enzymatic activity at 
its cleavage site on the APP.. substrate. On exposure of the 
cells to the compoxind inhibitor, the amount of A beta released 

20^ into the medium and/or the amount of CTF99 fragments of APP in 
the cell lysates is reduced as compared with the control. The 
cleavage products of APP can be analyzed, for example, by 
immune reactions with- specific antibodies, as discussed above. 
Preferred cells for analysis of beta-secretase activity 

25 include primary human neuronal cells, primary transgenic animal 
neuronal cells where the transgene is APP, and other cells such 
as those of a stable 293 cell line expressing APP, for example, 
APP-SW. 

30 In vivo assays: animal XDodels 

Various animal models can be used to analyze beta- 
secretase activity and /or processing of APP to release A beta, 
as described above. For example, transgenic animals 

expressing APP svibstrate and beta-secretase enzyme can be used 
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to demonstrate inhibitory activity of the compounds of the 
invention.' Certain transgenic animal models have been 

described, for example/ in U.S. Patent Nos: 5,877,399; 
5,612,486; 5,387, 742; .5,720,936; 5,850,003; 5,877,015,, and 
5 5,811,633, and in Ganes. et.al., 1995, Nature 373:523. 
Preferred are animals that exhibit characteristics associated 
with the pathophysiology of AD. Administration of the compound 
inhibitors of the invention to the transgenic mice described 
herein provides an alternative method for demonstrating the 

10 inhibitory activity of the compounds. Administration of the 
compoiands in a pharmaceutically effective carrier and via an 
administrative route . that reaches the target tissue in an 
appropriate therapeutic amoxint is also preferred. 

Inhibition of beta-secretase mediated cleavage of APP at 

15 the beta-secretase cleavage site and of A beta release can be 
analyzed in these animals by measure of cleavage fragments in 
the animal's body fluids such as cerebral fluid or tissues. 
Analysis of brain tissues for A beta deposits or plaques is 
preferred. 

20 On contacting an APP substrate with a beta-secretase 

enzyme in the presence of an inhibitory compound of the 
invention and under conditions sufficient to permit enzymatic 
mediated cleavage of APP and/or release of A beta from the 
substrate, the compounds of the invention are effective to 

25 reduce beta-secretase-mediated cleavage of APP at the beta- 
secretase cleavage site and/or effective to • -reduce released 
amounts of A beta. Where such contacting is the administration 
of the inhibitory compounds of the invention to an animal 
model, for example, as described above, the compounds are 

30 effective to reduce A beta deposition in brain tissues of the 
animal, and to reduce the number and/ or size of beta amyloid 
plagues- Where such administration is to a human subject, the 
compounds are effective to inhibit or slow the progression of 
disease characterized by enhanced amounts of A beta, to slow 
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the progression of AD in the, and/or to prevent onset or 
development of AD in a patient at risk for the disease. 

Unless defined otherwise, all scientific and technical 
teanns used herein have the same meaning as commonly understood 
5 by one of skill in the art to which this invention belongs. All 
patents and publications referred to herein are hereby 
incorporated by reference for all purposes.. 

DEFINITIONS 

10' By "alkyl" and ''Ci-Ce alkyl'' in the invention is meant 

straight or branched chain alkyl groups haying 1-6 carbon 
atoms, such as, methyl, ethyl, propyl, iqopropyl, n-butyl, sec- 
butyl, tert-butyl, pentyl, 2-pentyl,. isopentyl, neopentyl, 
hexyl, 2-hexyl, 3-hexyl, and 3 -methylpentyl . It is understood 

15 that in cases where an alkyl chain of a substituent (e.g. of an 
alkyl, alkoxy or alkenyl group) is shorter or ' longer than 6 
carbons, it will be so indicated in the second ""C" as, for 
example, '^Ci-Cio' indicates a maximxam of 10 carbons. ^ • 

By. "alkoxy" and ''Ci-Cs alkoxy" in the invention is meant 

20 straight or branched chain alkyl groups having 1-6 carbon 
atoms, attached through at least one divalent oxygen atom, such 
as, for example, methoxy, ethoxy, propoxy, isopropoxy, n- 
butoxy, sec-butoxy, tert-butoxy, pentoxy, --isopentoxy, 
neopentoxy, hexoxy, and 3-methylpentoxy . 

25 By the term "halogen" in the invention is meant fluorine, 

bromine, chlorine, and iodine. 

''Alkenyl " and ''C2-C6 alkenyl" means straight and branched 
hydrocarbon radicals having from 2 to 6 carbon atoms and from 
one to three double bonds and includes, for example, ethenyl, 

30 propenyl, l-but-3-enyl, l-pent-3-enyl, l-hex-5-enyl and the 
like. " . * 

''Alkynyl'' and **C2-C6 alkynyl" means straight and branched 
hydrocarbon radicals having from 2 to 6 carbon atoms and one or 
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two triple bonds and includes ethynyl, propynyl, butynyl, 
pentyn-2-yl and the like. 

As used herein, the term ^cycloalkyl" refers to saturated 
carbocyclic radicals having three to twelve carbon atoms. The 
5 cycloalkyl can be monocyclic, or a polycyclic fused system. 
Examples of such radicals include cycloprbpyl, cyclobutyl, 
cyclopentyl/ cyclohexyl and cycloheptyl. The cycloalkyl groups 
herein are unsubstituted or, as specified, substituted in one 
or more substitutable positions with various groups. For 

10 example, such cycloalkyl* groups may be optionally sxibstituted 
with Ci-Ce allQrl, Ci-Ce alkoxy, halogen, hydroxy, cyan.o, nitro, 
amino, mono(Ci-C6)alkylamino, di (Ci-Ce) alkylamino, Cs-Cealkenyl, 
C2-C6alkynyl, Ci-Ce haloalkyl, Ci-Ce haloalkoxy, amino (Ci- 
C6)alkyl, mono(Ci-C6)alkylamino(Ci-C6)al3cyl or di (Ci- 

15 C6)alkylamino(Ci-C6)alkyl. 

By ''aryl" is . meant an aromatic carbocyclic .group having a 
single ring (e.g.., phenyl) multiple rings (e.g., biphenyl) , or 
multiple condensed rings in which at least , one is aromatic, 
(e.g., 1#2,3, 4- tetrahydronaphthyl , naphthyl ) , which is 

20 optionally mono-, di-, or trisubstituted. Preferred aryl 
groups of the invention are phenyl, 1-naphthyl, 2-naphthyl, 
indanyl, indenyl, dihydronaphthyl , tetralinyl or 6,7,8,9- 
tetrahydro-5H-ben2o[alcycloheptenyl. The aryl groups herein are 
unsubstituted or, as specified, substituted in one or more 

25 substitutable positions with various groups. For example, such 
aryl groups may be optionally substituted with, for example, 
Ci-Ce alkyl, Ci-Ce alkoxy, halogen, hydroxy, cyano, nitro, 
amino, mono (Ci-Ce) alkylamino, di (Ci-Ce) alkylamino, Ca-Cealkenyl , 
C2-C6alkynyl, Cx-Ce haloalkyl, Ci-Ce haloalkoxy, amino (Ci- 

30 Ce) alkyl, mono (Ci-Ce) alkylamino (Ci-Ce) alkyl, di (Cx- 

Ce) alkylamino (Ci-C6)"alk^l , * -COOH, -C (=0) O (Ci-Cs alkyl) , 
-C(=0)NH2, -C(=0)N(mono- or di-Ci^Ce alkyl), -S(Ci-C6 alkyl), 
-S02(Ci-C6 alkyl), -0-C{=0) (Ci-Cg alkyl), -NH"C(=0) - (Ci-Ce 
alkyl) , -N{Ci-C6 alkyl) -C (=0) - (Ci-Ce alkyl) , -NH-SO2- (Ci-Ce 
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alkyl), -N(Ci-C6 alkyl) -SO2- ICi-Cs alkyl) , -NH-C {=0)NH2, -NH- 
C(=0)N{mono- or di-Ci-Ce alkyl), -NH(Ci-C6 alkyl )-C(=0)-NH2 or 
-NH{Ci-C6 alkyl) -C(=0)-N- (mono- or di-Ci-Ce alkyl). 

By "heteroaryl" is meant one or more euromatic ring systems 
of 5-, 6-; or 7-membered rings which includes fused ring 
systems of 9-11 atoms containing at least one and up to four 
heteroatoms selected from nitrogen, oxygen, or sulfur. 
Preferred heteroaryl groups of the invention include pyridinyl, 
pyrimidinyl, quinolinyl, boizothienyl , indolyl, indolinyl, 
pryidazinyl, pyrazinyl, isoindolyl, isoguinolyl , quinazolinyl , 
quinoxalinyl, phthalazinyl , imidazolyl, isoxazolyl, pyrazolyl, 
o3cazblyl, thiazolyl, indolizinyl, indazolyl, benzothiazolyl , 
benzimidazolyl, benzof uranyl , furanyl-, thienyl, pyrrolyl, 
oxadiazolyl, thiadiazolyl , •• triazolyl, tetrazolyl, 

oxazolopyridinyl , iraidazopyridinyl , isothiazolyl , 

naphthyridinyl, cinnolinyl, carbazolyl, beta-carbolinyl, 
isochromanyl, chromanyl, tetrahydroisoquinolinyl, isoindolinyl, 
isobenzotetrahydrofuranyl, isobenzotetrahydrothienyl, 
isobenzothienyl, benzoxazolyl , pyridopyridinyl , 

benzptetrahydroftiranyl, " benzotetrahydrothienyl, purinyl, 
benzodioxolyl, .triazinyl, phenoxazinyl, phenothiazinyl , 
pteridinyl, benzothiazolyl, imidazopyridinyl, imidazothiazolyl , 
dihydrobenzisoxazinyl , benzisoxazinyl, benzoxazinyl , 

dihydrobenzisothiazinyl, benzopyranyl , benzothiopyranyl , 
covimarinyl , isocoumarinyl , chromonyl, chromanonyl, pyridinyl-N- 
oxide, tetrahydroquinolinyl, dihydroquinolinyl , 

dihydroquinolinonyl, dihydroisoquinolinonyl, dihydrocoumarinyl, 
dihydroisocoumarinyl , isoindolinonyl , benzodioxanyl , 

benzoxazolinonyl, pyrrolyl N-oxide, , pyrimidinyl N-oxide, 
pyridazinyl N-oxide, pyrazinyl N-oxide, quinolinyl N-oxide, 
indolyl N-oxide, indolinyl N-oxide, isoquinolyl N-oxide, 
quinazolinyl N-oxide, quinoxalinyl N-oxide, phthalazinyl N- 
oxide, imidazolyl N-oxide, isoxazolyl N-oxide, oxazolyl N- 
oxide, thiazolyl N-oxide, indolizinyl N-oxide, indazolyl N- 
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oxide, benzothiazolyl N-oxide, benzimidazolyl N-oxide, pyrrolyl 
N-oxide, oxadiazolyl N-oxide, thiadiazolyl N-oxide, triazolyl 
N-oxide, tetrazolyl N-oxide, benzothiopyranyl S-oxide, 
benzothiopyranyl S,S-dioxide. The heteroaryl groups herein are 
5 unsTibstituted or, as specified, stibstituted in one or more 
Slabs titutable positions with various groups. For example, such 
heteroaryl groups may be optionally substituted with Ci-Ce 
alkyl, Ci-Ce alkoxy, halogen, hydroxy, cyano, nitro, amino, 
mono (Ci-Ce) alkylamino, di (Ci-Ce) alkylamino, C2-C6alkenyl, C2- 

10 Cgalkynyl, Ci-Ce haloalkyl, Ci-Ce haloalkoxy, amino (Ci-Ce) alkyl, 
mono (Ci-Ce) alkylamino (Ci-Cs) alkyl or di (Ci-Ce) alkylamino (Ci- 
C6)alkyl, -C00H, .-.C.{=0)0(Ci-C6 alkyl), -C(=0)NH2, -C (=0)N(mono-.. 
or di-Ci-Ce alkyl) , . -S(Ci-C6 alkyl) , -S02(Ci-C6 alkyl) , -0- 
. C(=Q)(Ci-C6 alkyl), -NH-C (=0) « (Ci-Ce alkyl), -N(Ci-C6 alkyl)-. 

15 c(=0)-(Ci-C6 alkyl),. -NH-SO2- (Ci-Ce alkyl), -N(Ci-C6 alkyl) -SO2- 
(Ci-Ce alkyl), -NH-C (=0)NH2, -NH-C (=0)N(mono- or di-Ci-Ce 
alkyl) , -NH{Ci"-C6 alkyl) -C (=0) -NH2 or -NH(Ci-C6 alkyl) -C (=0) -N- 
(mono- or di-Ci-Ce alkyl). 

By '^heterocycle'', "'heterocycloailkyl" or ^^heterocyclyl" is 

20 meant one or more carbocyclic ring systems of 4-, 5-, 6-, or 7- 
membered rings which includes fused ring systems of 9-11 atoms 
containing at least one and up to four heteroatoms selected 
from nitrogen, oxygen, or sulfur. Preferred heterocycles of 
the invention include morpholinyl, thiomorpholinyl, 

25 thiomorpholinyl S-oxide, thiomorpholinyl S,S-dioxide, 
piperazinyl, homopiperazinyl , pyrrolidinyl , pyrrolinyl, 
tetrahydropyranyl, piperidinyl, tetrahydrofuranyl, 

tetrahydrothienyl, homopiperidinyl , homomorpholinyl, 

homo thiomorpholinyl , homo thiomorpholinyl S , S-di oxide , 

3 0 oxazolidinonyl , dihydropyrazolyl , dihydropyrrolyl , 

dihydropyrazinyl, dihydropyridinyl , dihydropyrimidinyl , 

dihydrofuryl, dihydropyr anyl , tetrahydrothienyl S-oxide, 
tetrahydrothienyl S,S-dioxide and homothiomorpholinyl S-oxide. 
Heterocycles may be fused to aryl rings. Examples include 

-185- 



wo 03/040096 




PCTAJS02/36072 



tetrahydroisoquinolirie and indoline. The heterocycle groups 
herein are iinsubstituted or, as specified, substituted in one 
or more substitutable positions with various groups. For 
exaitqple, such heterocycle groups may be optionally sxabstituted 
5 with Ci-Ce alkyl, Ci-Ce alkoxy, halogen, hydroxy, cyano, nitro, 
aitiino, mono (Ci-Ce) alkylamino, di (Ci-Ce) alkylamino, C2-C6alkenyl, 
G2-C6alkynyl , Ci-Ce haloalkyl, Ci-Ce . haloalkoxy, amino (Ci- 
C6) alkyl, mono (Ci-Ce) alkylamino (Ci-Ce) alkyl, di (Ci- 

C6)alkylamino{Ci-C6)alkyl or =0. 

10 

All temperatures are in degrees Celsius. 
TLC refers to thin- layer chromatography, 
psi refers to pounds/in^. 

HPLC refers to high pressure liquid chromatography. 
15 THF refers to tetrahydrofuran, 

DMF refers to dimethyl formamide . 

EDC refers to ethyl-1- (3-dimethylaminopropyl) carbodiimide 
or 1- {3-dimethyiaminopropyl) -3-ethylcarbodiimide hydrochloride.. 
HOBt refers to 1-hydroxy benzotriazole hydrate. 
20 NMM refers to N-methylmorpholine. 

NBS refers to N-bromosuccinimide . 
TEA refers to triethylamine. 

BOC refers to 1, 1-dimethylethoxy carbonyl or t- 
butoxycarbonyl , -CO-O-C (CH3) 3 • 
25 CBZ refers to benzyloxycarbonyl , - CO -O-CH2 -phenyl. 

FMOC refers to 9-f luorenylmethyl carbonater " 
TFA refers to trif luoracetic acid. 
CDI refers to 1, 1 ' -carbonyldiimidazole. 

Saline refers to an aqueous saturated sodium chloride 
30 solution. 

Chromatography (column and flash chromatography) refers to 
purification/separation of compounds expressed as (support, 
eluent) . It is understood that the appropriate fractions are 
pooled and concentrated to give the desired compound{s) . 
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CMR refers to C-13 magnetic resonance spectroscopy, 
chemical shifts are reported in ppm (5) downfield from TMS. 

NMR refers to nuclear (proton) magnetic resonance 
spectroscopy, chemical shifts are reported in ppm (5) dov/nfield 
5 from TMS. 

IR refers to infrared spectroscopy. 

MS refers to mass . spectrometry expressed as m/e, m/z or 
mass/charge unit. MH* refers to the positive ion of a parent 
plus a hydrogen atom. EI refers to electron impact. CI refers 
10 to. chemical ionization. FAB refers to fast atom bombardment. 

HRMS refers to high resolution mass spectrometry. 

Ether refers to diethyl ether. 

Pharmaceutically acceptable refers to . those properties 
and/ or substances which are acceptable to the patient froifi a 
15 pharmacological /toxicological point of view and to ' the 
manufacturing pharmaceutical chemist from a physical/chemical 
point of view regarding composition, formulation, stability, 
patient acceptance and bioavailability. 

When solvent pairs are used, the ratios of solvents used 
20 are volime /volume (v/v) . 

When the solubility of a solid in a solvent is used the 
ratio of the solid to the solvent is weight/volume (wt/v) . 

BOP refers to benzotriazol-l-yloxy- 

tris (dimethylamino)phosphonium hexaf luorophosphate. 
25 TBDMSCl refers to t-butyldimethylsilyl chloride. 

TBDMSOTf refers to t-butyldimethylsilyl trif luosulf onic 
acid ester. ... 

Trisomy 21 refers to Down's Syndrome. 

The following terms are used (in EXAMPLES 321 and above) 
30 for the amide forming agent (IX) : 

^^PHTH'' refers to (CH3-CH2-CH2-)2N-CO-phenyl-CO-OH where the 
attachment to the - phenyl- ring is 1,3-; 
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^^S-Me-PHTH" refers to (CH3-CH2-CH2-)2N-CO- (CH3-) phenyl - 
CO-OH where the attachment to the - phenyl - ring is 1,3- for 
the carbonyl groups and 5- for the methyl group; 

""3 , S-pyridinyl" refers to (CH3-CH2-CH2- ) 2N-CO- (pyridinyl ) - 
5 CO-OH where the attachment to the -pyridinyl- ring is 3,5- for 
the carbonyl groups; 

^^-S02-^ refers to (CH3-CH2-CH2-) 2CH-SO2- phenyl -CO-OH where 
the attachment to the - phenyl - ring is ,1/3-; 

^^S-OMe-PHTH" refers to {CH3-CH2-CH2-) 2N-CO- (CH3-O-) phenyl 
10 -CO-OH where the attachment to the - phenyl - ring is 1/3- for 
the carbonyl groups and 5- for the methoxy group; 

"5-Cl-PHTH'' refers to (CH3-CH2-CH2-T) 2N-CO- (C1-) phenyl -CO-OH 
where the attachment to the -phenyl- ring is 1,3- for the 
carbonyl groups and 5- for the chlorine atom; 
15 ^^5-F-PHTH'' refers to (CH3-CH2-CH2-) 2N-CO- (F-) phenyl -CO-OH 

where the attachment to the -phenyl- ring is 1,3- for the 
carbonyl groups and 5- for the fluorine atom; 

"thienyl? refers to (CH3-CH2-CH2-)2N-CO-thienyl-CO-OH where 
the attachment to the thiophene ring is -2,5; 
20 "2 , 4-pyridinyl'' refers to (CH3-CH2-CH2- ) 2N-CO- (pyridinyl) - 

CO-OH where the attachment to the -pyridinyl- ring is 2,4- for 
the carbonyl groups; 

''4,6-pyrimidinyl" ■ refers to {CH3-CH2-CH2- ) 2N-CO- 

(pyrimidinyl-) phenyl -CO-OH where the attachment to the 
25 pyrimidiny-1 ring is 4,6- for the carbonyl groups; 

''morpholinyl" refers to moxpholinyl-CO-phenyl-CO-OH where 
the attachment to the -phenyl- ring is 1,3 for the carbonyl 
groups. 

APP, ait^rloid precursor protein, is defined as any APP 
30 polypeptide, including APP variants, mutations, and isoforms, 
for example, as disclosed in'U.S. Patent No. 5,766,846. 

A beta,, amyloid beta peptide, is defined as any peptide 
resulting from* ' beta-secfetase mediated cleavage of APP, 
including peptides of 39, 40, 41, 42, and 43 amino acids, and 
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extending from the beta-secretase cleavage site to amino acids 
39, 40, 41, 42, or 43. 

Beta-secretase (BACEl, Asp2, Memapsin 2) is an aspartyl 
protease that mediates cleavage of APP at the amino-terminal 
5 edge of A beta. Human beta-secretase is described, for 
example, in WOOb/17369. 

"Pharmaceutically acceptable" refers to those properties 
and/ or substances that are acceptable to the patient from a 
pharmacological/ toxicological point of view and to the 
10 manufacturing pharmaceutical chemist from a physical/chemical 
point of view regarding coinposition, formulation, stability, 
•patient acceptance and bioavailability. 

. -A. therapeutically effective amount is defined as an amount 
effective to reduce or lessen at least one symptom of the 
15 disease being treated or to reduce or delay onset of. one or 
more clinical markers or symptoms of the disease. 

The invention provides compouhds, compositions, and 
methods for inhibiting beta-secretase enzyme activity and A 
beta peptide production. Inhibition of beta- seer etase enzyme 
20 activity halts or reduces the production of A beta from APP and 
reduces or eliminates the formation of beta-amyloid deposits in 
the brain. 

EXAMPLES 

25 The following examples describe, how to prepare the various 

compounds and/or perform the various processes of the invention 
and are to be construed as merely illustrative, and not 
limitations of the preceding disclosure. Those skilled in the 
art will promptly recognize appropriate variations from the 

30 procedures both as to reactants and as to reaction conditions 
and techniques. 

PREPARATION 1 3 -Amino-5- (methoxycarbonyl) benzoic acid (XVII) 
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A suspension of jnono-methyl 5-nitro-isophthalate (22.5 g, 
100 mmol) and palladium on carbon (5%, 2.00 g) in methanol (100 
mL) is shaken in a hydrogenation apparatus under hydrogen (50 
psi) for 3 hours. The mixture is then filtered through 
5 diatomaceous earth and concentrated to give the title compound, 
NMR (300 MHz, CDCI3) delta 7.67, 7.41, 7.40 and 3.83; MS (ESI-) 
f or C9H9NO4 m/z (M-H)" = 194. . . 

PREPARATION 2 3-Bromo-5- (methoxycarbonyl)benzoic acid (XIX) 
10 A mixture of copper (II) bromide (1.85 g, 8.30 mmol), n-- 

butyl nitrite (1.07 g, 10.4 mmol), and acetonitrile (30 mL) is 
stirred in a round bottomed flask in a water bath to which a 
few chxmks of ice has been added. 3-Amino-5- 
(methoxycarbonyl) benzoic acid (XVII, PREPARATION 1, 1.35 g, 
15 6.92 iranbl) is added as- a slurry in warm acetonitrile (70 mL) 
over 15 min and the mixture is stirred at 20-25. degrees C for 
an additional 2 hour, at which time the mixture is partitioned 
between dichloromethane and hydrochloric acid (3N) . The 
organic .phase is separated and dried over sodium sulfate and 
20 concentrated to dryness. Chromatography (silica gel, 125 mL; 
methanol/ dichloromethane, 15/85) and concentration of the 
appropriate fractions gives a solid which is crytallized from 
methanol to give the title coittpound in two crops, NMR (DMSO-d^) 
delta 3.90, '8.26 and 8.65. 

25 

PREPARATION 3 Methyl 3-bromo-5- 
[ ( dipropylamino ) carbonyl ] benzoate (XXI ) 
Carbonyl diimidazole (3.0 g, 18 mmol) is added to a 
solution of 3 -bromo-5- (methoxycarbonyl) benzoic acid (XIX, 
30 PREPARATION 2, 3.9 g, 15 mmol) in THF (30 mL) . The mixture is 
stirred for 0;5 hours. Dipropylamine (AMINE, 4.2 mL, 30 mmol) 
is added to* the mixtxire, which is then stirred for 24 hours. 
The solvent is then removed tinder . reduced pressure and the 
mixture is partitioned between ethyl acetate and water. The 
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organic phase is then washed with, saline, dried over anhydrous 
magnesiiim sulfate, filtered, and concentrated. Coluirai 
chromatography (silica gel; ethyl acetate/hexanes, 15/85) gives 
the title conpound, IR (diffuse reflectance) 2968, 2958, 1714, 
5 1637, 1479, 1440, 1422, 1321, 1310, 1288, 1273, 1252, 889, 772 
and 718 cm"^; NMR (300 MHz, CDCI3) 5 8.21, 7.96, 7.70, 3.95, 
3.46, 3.15, 1.69, 1.57, 1.00 and 0.78; MS (ESI+) for CisHaoBrNOa 
m/z (M+H)* = 344.1. 

PREPARATION 4 3-Bromo-5- [ (dipropylamino) carbonyl] benzoic acid 

To a solution of methyl 3-bronio-5- 

[ ( dipropylamino ) carbonyl ] benzoate (XXI , PREPARATION 3 , 1.4 g , 
4.1 iranol) in THF/ water /methanol (4/2/2, 8 mL) is added to 
lithium hydroxide monohydrate (0.17 g, 4.05 mmol) . The mixture 
is stirred at 20 degrees -25 degrees C for 1 hour and then 
solvent is removed under reduced pressure. The residue is 
dissolved in water (50 mL) and hydrochloric acid (IN) is added 
to adjust the pH to about 3. The aqueous mixture is extracted 
with ethyl acetate and the organic phase is separated and dried 
over magnesium sulfate to give the title con5)Ound. Analytical 
calculated for CuHisBrNOs: C, 51.23; H, 5.53; N, 4.27; Br, 
24.35. Found: C, 51.37; H, 5.56; N, 4.28. 

PREPARATION 5 Methyl 3 - ( aminocarbonyl ) - 5 - 

25 [ ( dipropylamino ) carbonyl ] - benzoate (XXII ) 

To a mixture of methyl 3-bromo-5- 

[ (dipropylamino) carbonyl] benzoate (XXI, PREPARATION 3, 0.5 g, 
1.47 mmol) in dry N-methyl pyrrolidinone under a carbon 
monoxide atmosphere is added palladitom (II) acetate (0.017 g, 
30 0.074. mmol), 1, 3 -bis (diphenylphosphino) propane (0.045 g, 0.11 
mmol ) , hexamethyldisilazane (1.0 mL, 4.7 mmol ) , and 
diisopropyl ethyl amine (0.38 g, 2.94 mmol). The mixture is 
heated at 100 degrees C for 24 hours. The mixture is cooled to 
20-25 degrees C and partitioned between water and ethyl 
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acetate. The layers are separated and the aqueous phase is 
back-washed with ethyl acetate. The organic phases are 
combined and washed three times with saline, dried over 
anhydrous magnesium sulfate, filtered and concentrated. Column 
chromatography (silica gel, 75 mL; methanol /methylene chloride, 
2.5/97.5) gives the title compound, NMR {CDCI3) delta 0.77, 
1.02, 1.57, 1.71, 3.17, 3.49, 3.98, 5.78, 6.34, 8.07, 8.20 and 
8.48. 

PREPARATION 6 3- (Aminocarbonyl) -5- 

[ (dipropylamino) carbonyl] benzoic acid (XXIII) 

To a mixture of methyl. 3- (aminocarbonyl) -5 - 
[ (dipropylamino) carbonyl Ibenzoate (XXII, PREPARATION 5, 0.197 
g, 0.64 mmol) in methanol (5.0 mL) is added sodium hydroxide 
(IN, 3.0 mL) . The mixture is stirred at 20-25 degrees C for 24 
hours. The mixture is acidified to about pH 5 w:ith 
hydrochloric acid (10%). Water (50 mL) is added and the 
mixture is washed twice with ethyl acetate (2 x 50 mL) . The 
organic extracts are combined and dried over anhydrous 
magnesium sulfate and concentrated to give the title compound, 
NMR (DMSO-dff) delta 0.66, 0.930, 1.48, 1.62, 3.12, 3.35, 7.54, 
7.98, 8.22 and 8.51. 

PREPARATION 7 3-Cyano-5- [ (dipropylamino) carbonyl] benzoic acid 
(IX/XXXII) 

A mixture of 3 -bromo- 5- { (dipropylamino) carbonyl] benzoic 
acid (PREPARATION 4, 0.596 g, 1.82 mmol), and copper nitrile 
(0.325 g, 3.63 mmol) in N-methylpyrrolidinone (1.5 mL) is 
stirred at 175 degrees C. for 2.5 hour, at which time the 
mixture is cooled and partitioned between ethyl acetate and 
hydrochloric acid (3N) . The organic layer is washed twice more 
with hydrochloric acid (3N) and then twice more with saline 
which had been acidified with a small amount of hydrochloric 
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acid {3N) . The organic layer is dried over itiagnesixim sulfate 
and concentrated \inder high vacuvim to give the title conpound, 
NMR (CDCI3) delta 0.80, 1.02, 1.60, 1.73, 3.17, 3.51, 7.90, 
• 8.31- and 8.41; an aliquot is crystallized from ethyl 
5 ether/dichloromethane/hexane - IR (diffuse reflectance) 3017, 
2970, 2937, 2898, 2877, 2473, 2432, 2350, 2318, 2236, 1721, 
1608, 1588, 1206 and 1196 cm'^ 

PREPARATION 8 3- (Aminocarbonyl) -5- 
10 [ (dipropylamino)carbonyl] benzoic acid (XXXIII) 

A mixture of 3-cyano-5- [ (dipropyl amino) carbonyl] benzoic - - 
acid (IX/XXXII, PREPARATION 7,; 0.602..g, 2.19 mmol) , potassium 
carbonate (0.212 g, 1.53 mmol), and acetone (2.5 mL) is stirred 

15 at 20-25 degrees' C. Water (2.5 mL) and urea-hydrogen peroxide 
adduct (0.825 g, 8,7^ mmol) are added and the mixture is 
stirred for 15 hours at .20-25 degrees C, at which time 
additional urea-hydrogen peroxide adduct (0.204 g) is added; 
after stirring for another 3 hours, an additional 0.205 g of 

20 urea-hydrogen peroxide is added. After a total' of 39 hours has 
elapsed, the acetone is removed under reduced pressure and the 
residue is acidified with hydrochloric acid (3N) to pH = 2-4.. 
The mixture is. extracted with dichloromethane, the organic 
layer is separated and washed with hydrochloric acid (0.5 N) , 

25 and the organic phase is dried with anhydrous magnesium sulfate 
to a solid. The solid is crystallized from 

dichloromethane/hexane/methanol to give the title compound, MS 
(ESI+) for C15H20N2O4 m/z (M+H)* = 293.2. 

30 PREPARATION 9 Methyl 3- [ (dipropylamino) carbonyl] -5- 

nitrobenzoate (XXX) 
Carbonyl diimidazole (3.90 g, 24.0 mmol) is added to a 
mixture of mono-methyl 5-nitro-isbphthalate (XXVTII, 4.50 g, 
20.0 mmol) in dry THF (50 mL) . The mixture is stirred for 0.5 
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hours, Dipropylaioine (3.28 mL, 24.0 mmol) is added slowly to 
the itiixture. The reaction mixture is then stirred for 4 hours. 
The solvent is removed under reduced pressure and the mixture 
is partitioned between ethyl acetate and water. The organic 
5 phase is separated and washed with saline, dried over anhydrous 
sodium sulfate, filtered, and concentrated. Column 
chromatography (silica gel; ethyl acetate/hexanes, 15/85) gives 
the title cortrpoiind, NMR (300 MHz, CDCI3) delta 8.88, 8.41, 
8.35, 4.00, 3.48, 3.15, 1.72, 1.57, 1.00 and 0.77; MS (ESI+) 
10 for C15H20N265 m/z (M+H)-' = 309.2. 

PREPARATION 10 Methyl . 3 -amino- 5- 

[ ( dipropylamino ) carbonyl ] benzoate (XXXI ) 
A suspension of methyl 3- [ (dipropylamino ) carbonyl] -5- 

15 nitrobenzoate (XXX, PREPARATION 9, 6.00g, 20.0 mmol) and 
palladium on carbon (5%, 0.600 g) in methanol (40 mL) is shaken 
in a hydrogenation apparatus . under hydrogen (45 psi) for 3 
hours.. The mixture is then filtered through diatomaceous earth 
and concentrated to give the title compound, NMR (300 MHz, 

20 CDCI3) delta 7.27, 6.77, 4.10, 3.82, 3.38, 3.10, 1.62, 1.46, 
0.91 and 0. 68. 

PREPARATION -11. Methyl 3- (chlorosulfonyl) -5- 

[ (dipropylamino ) carbonyl ] - benzoate (XXXVII) 

25 Methyl 3-amino-5- [ (dipropylamino) carbonyl] benzoate (XXXI , 

PREPARATION 10, 1.11 g, 4 inmol) is added to a mixture of water 
(5 mL) and concentrated hydrochloric acid (1 mL) . Sodium 
nitrite (0.276 g, 4 mmol) is added to the mixture slowly at 0 
degrees C. The mixture is then added to an acetic acid 

30 solution (5 mL) of CuCl2*2H20 saturated with sulfur dioxide. 
The mixture is stirred for 0.5 hours and poured into ice water. 
The mixture is extracted with ethyl acetate. The organic phase 
is separated and washed with saturated sodium bicarbonate, 
water, and saline and dried over anhydrous sodium sulfate, 
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filtered, and concentrated to give the title coitrpound, NMR (300 
MHz, CDCI3) delta 8.69, 8.38, 8-20, 4.01, 3.49, 3.14, 1.72, 
1.59, 1.01 and 0.79; MS (ESI+) for C15H20CINO5S m/z (M+H)* = 
362.2 

5 

PREPARATION 12 Methyl 3- (aminosulfonyl) -5- 

[ (dipropylamino) carbonyl] - benzoate (XXXVIII) 

To a solution of methyl 3- (chlorosulfonyl) -5- 
10 [ ( dipropylamino ) carbonyl ] benzoate { XXXVI I , PREPARATION 1 1 , 
0.100 g, 0.300 ininol) in dry THF (3 mL) is added ammonia (7 N 
solution in methanol/ 0.214 mL, 1.50 ramol) . The mixture is 
stirred for 18 hours and solvent is then removed. The residue 
is partitioned between . ethyl acetate and water. The organic 
15 . phase is separate and washed with saline, dried over anhydrous 
sodium sulfate, filtered,, and concentrated to give the title 
.compound, NMR (300 MHz, CDCI3) delta 8.45, 8.07, 8.01, 6.05, 
3.93, 3.44, 3.09, 1.67, 1.52, 0.96 and 0.73; MS (ESI+) . for 
C12H22N2O5S m/z (M+H)"" = 343.3. 

20 

PREPARATION 13 3- (Aminosulf onyl) -5- 

[ (dipropylamino) carbonyl] benzoic acid (XXXVIII) 
Lithium hydroxide monohydrate (0.011 g, 0.263 mmol) is 
added -to a solution of methyl 3- (aminosulf onyl) -5- 
25 [ (dipropylamino) carbonyl] benzoate (XXXVIII, PREPARATION 12, 
0.090 g, 0.263 mmol) in a mixture of THF/methanol /water (2/1/1, 
2 mL) . The mixture is stirred at 20-25 degrees C for 3 hours. 
The mixture is then diluted with water and hydrochloric acid (1 
N) is added to bring the pH to less than 3 . The aqueous 
30 solution is extracted with ethyl acetate. The organic phase is 
" separated and washed with'"saline, dried over anhydrous sodium 
sulfate, filtered and concentrated to give the title compound. 

NMR (300 MHz, CDCI3) delta 10.36 (s, 1 H) , 8.39 (s, 1 H) , 
8.09 (s, 2 H), 6.06 (s, 2 H) , 3.48 (t, J = 7 Hz, 2 H) , 3.15 (t, 
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J = 7 Hz, 2 H), 1.71 (m, 2 H) , 1.55 (m, 2 H) , 0.97 (t, J = 7 
Hz, 3 H), 0.74 (t, J = 7 Hz, 3 H) . MS (ESI+) for C11H20N2O5S m/z 
329.2 (M+H)*. 

5 PREPARATION 14 Methyl 3 - [ { dipropyl amino ) carbonyl ] - 5 - ( 1 - 

pyrrolidinylsulfonyl) - benzoate (XXXVIII) 
Following the general procedure of PREPARATION 12 and 
making non-critical variations but using pyrrolidine (0.347 mL, 
4.16 ramol), the title compound is obtained, MS (ESI+) for 
10 C19H28N2O5S m/z (M+H)* = 397.1, 

PREPARATION 15 3- [ (Dipropyl amino) carbonyl] -5- (1- 

pyrrolidinylsulfonyl) benzoic acid (XXXIX) 

Following the general procedure of PREPARATION 13 and 
15 making non-critical variations, the title compound is obtained, 
MS (ESI+) for C18H26N2O5S m/z (M+H)*.= .383.3. 

PREPARATION 16 Methyl 3- [ (dipropylamino) carbonyl] - 5- 

[ (methylamino)-sulfonyl] benzoate (XXXVIII) 
20 Following the general .procedure of PREPARATION 12 and 

making non-critical variations but using methyl amine (2 N 
solution in THF, 0.692 mL, 1.38 mmol), the title compound is 
obtained, MS (ESI+) for C16H24N2O5S m/z (M+H)* = 357.1. 

25 PREPARATION 17 3- [ (Dipropylamino) carbonyl] -5- 

[ (methylamino) - sulfonyl] benzoic acid (XXXIX) 
Following the general procedure of PREPARATION 13 and 
making non-critical variations, the title compound is obtained, 
MS (ESI+) for C15H22N2O5S m/z (M+H)* = 343.1. 

30 

PREPARATION 18 Methyl 3- [ (dimethylamino) sulfonyl] -5- 

t (dipropylamino)- carbonyl] benzoate (XXXVIII) 
Following the general procedure of PREPARATION 12 and 
making non-critical variations but using dimethylamine (2 N 
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.solution in THF, 0.692 inL, 1.38 mmol), the title con5>o\md is 
obtained, MS (ESI+) for C17H26N2O5S m/z (M+H)* = 371.1. 

PREPARATION 19 3- [ (Dimethylamino) sulfonyl] -5- 

[ (dipropylaitiino) carbonyl] - benzoic acid (XXXIX) 
Following the general, procedure of PREPARATION 13 and 
making non-critical variations, the title coinpoxmd is obtained, 
MS (ESI+) for C16H24N2O5S m/z (M+H)* = 357.1. 

PREPARATION 20 Methyl 3- [ (dipropylamino.) carbonyl] -5- 

ethylbenzoate (IX) 

Ethylboronic acid (0.800 g, 10.8 - mmol), 
dichlorobis(triphenylphosphine)- palladi\an(II) (0.252 g, 0.360 
mmol), potassi-um carbonate (2.50 g, 18.0 mmol) and lithitmi 
chloride (0.151 g, 3.60 mmol) are added to a mixture of methyl 
3-bromo-5-[ (dipropylamino) carbonyljbenzoate (1.23 g, 3.60 mmol) 
in dry DMF (20 mL) . The mixture is heated at 100 degrees C for 
18 hours. The mixture is then partitioned between ethyl 
acetate and water. The phases are. separated and the ethyl 
acetate phase is washed with saline, dried over sodiim sulfate 
and concentrated. The concentrate is column chroma tographed " 
(silica gel; ethyl acetate/hexanes, 15/85) to give the title 
corrpound, MS (ESI+) for C17H25NO3 m/z (M+H)* = 292.2. 

PREPARATION 21 3 - [ (Dipropylamino) carbonyl ] -5-ethylbenzoic acid 
(IX) 

Lithium hydroxide monohydrate (0.0680 g, 1.6 mmol) is 
added to a mixture of methyl 3- [ (dipropylamino) carbonyl] -5- 
ethylbenzoate (PREPARATION 20, 0.450 g, 1.6 mmol) in a mixture 
of THF /methanol /water (2/1/1, 8 mL) . The mixture is stirred at 
20-25 degrees C for 3 hours. The mixture is then diluted with 
water (20 mL) and hydrochloric acid (IN) is added to bring the 
PH to less than 3 . The aqueous mixture is extracted with ethyl 
acetate. The organic phase is separated and washed with 
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saline, dried over anhydrous magnesixim sulfate, filtered and 
concentrated to give the title con5)ound, MS {ESI+) for C16H23NO3 
m/z (M+H)* = 278.2. 

5 EXAMPLE 1 tert-Butyl (IS) -3-bromo-l- (3 , 5-dif luorobenzyl) - 

2 -oxopropyl carbamate (III) 
N-methyl-morpholine (5,83 Ml, 53 ininole, 1.05 eq. ) is 
• added to (2S) -2- [ (tert-butoxycarbonyl) amino]-3- (3, 5- 

difluorophenyl) propanoic acid (II, 15 g, 50 mmole) in THF (100 
10 mL) and the reaction is cooled, to -78 degrees C. Isobutyl 
chlorofonnate (6.87 mL, 53 mmole, 1.05 eg.) is added rapidly. 
The cold bath is then removed and the mixture stirred for 1 
hour. The reaction is monitored by TLC to insure completion of 
the reaction and the mixture is then filtered and washed with 
15 dry THF (50 ml) and kept cold in the filtered flask at -20 
degrees C . 

In an ice-salt bath is placed a 500 ml graduate cylinder 
^containing ether (200 mL) and aqueous potassium hydroxide (40%, 
60 ml). l-Methyl-3-nitro-l-nitrosoguanidine (5.6 g, 106 mmole, 

20 2.1 eq.) is added slowly with stirring and temperature kept 
below 0 degrees C. The mixture turned yellow and the bubbling 
lasted for 10 minutes. The stirring i"s" stoppled and without 
mixing the layers, the top diazdmethane ethereal layer is 
transferred with non-ground tip pipette into the stirred mixed 

25 anhydride mixture at -20 degrees C. The reaction is monitored 
by TLC (ethyl acetate/hexane, 50/50; Rf = 0.69). After 1 hour 
nitrogen is then bubbled into the mixture. The solvent is 
removed under reduced pressure (with heat) and the mixture is 
partitioned between ether and water. The phases are separated, 

30 the organic phase is washed with bicarbonate, saline, dried 
over anhydrous sodium sulfate and solvent removed xinder reduced 
pressure (with heat). The residue is dissolved in ether (100 
mL) and hydrobromic acid (48%, 15 mL, 135 mmole, 2.7 eq, ) is 
added at -20 degrees C, the cold bath is removed and the 
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mixture is stirred for another 0.5. hours. The reaction is 
monitored by TLC (ethyl acetate/hexane, 50/50; Rf = 0.88). The 
mixture is partitioned between ether and water, washed with 
bicarbonate, saline, dried over anhydrous sodium sulfate and 
5 the solvent removed. The residue is recrystallized from ethanol 
to give the title" compound, TLC (ethyl acetate/hexane, 50/50) 
Rf = O^BB; MS (MH*) = 379.3. . 

EXAMPLE 2 tert-Butyl (IS, 2S) -3-bromo-l- (3, 5- 

10 dif luorobenzyl ) -2 -hydroxypropylcarbamate ( IV) 

Sodium borohydride (1.32 g, 34.9 mmole, 1.1 eq. ) is added 
to tert-Butyl (IS) -3 -bromo-l- ( 3, 5-dif luorobenzyl) -2 - 

oxopropyl carbamate (III, EXAMPLE 1, 12 g, 31.75 mmole) 
dissolved in absolute alcohol (500 mL) at -78 degrees C. The 
-15 reaction mixture is stirred for 0.5 hour and monitored by- TLC 
(ethyl acetate/hexane, 20/80; Rf = 0.2). The mixture is 
quenched, with water (10 mL) and the solvent removed under 
reduced pressure with heat , (not ; exceeding 30 degrees C) to 
dryness. The solid is partitioned between" di'chl or ome thane and 
20 water, washed with saline, dried over anhydrous sodium sulfate. 
The solvent is removed Under reduced pressure to give the title 
coit5>ound, TLC (ethyl acetate/hexane, 20/80) Rf- - 0;2; MS (MH*) 
= 381.2. 

25 EXAMPLE 3 - t art -Butyl (IS) -2- (3 , 5-dif luorophenyl) -1- [ (2S) - 

oxiranyl ] ethylcarbamate (V) 
tert-Butyl (IS, 2S) -3-bromo-l- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl carbamate (IV, EXAMPLE 2) is dissolved in absolute 
alcohol (150 mL) and ethyl acetate (100 mL) and potassium 

30 hydroxide (2.3 g, 34.9 mmole, l.leq.) in ethyl alcohol (85%, 
5mL) is added at -^20 degrees C. The cold bath is then removed 
and the mixture stirred for 0.5 hour. The reaction is 
monitored by TLC (ethyl acetate/hexane, 20/80). When the 
reaction is complete, it is diluted with dichlorome thane and 
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extracted, washed with water, saline, dried over anhydrous 
sodium sulfate and the solvent removed under reduced pressure. 
The crude material is purified by flash chromatography on 
silica gel to give the title compound, TLC (ethyl 
ace tat e/hexane, 20/80) Rf = 0.3; MS (MH*) = 300.4. 

EXAMPLE 4 tert-Butyl (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 

hydroxy-3- [ (3- 
methoxybenzyl) amino]propylcarbamate (VII) 
tert-Butyl . (IS) -2- (3, 5-dif luorophenyl) -1- [ (2S) - 

oxiranyl] ethyl carbamate (V, EXAMPLE 3, 245 mg, 0.82 mmol) is 
suspended in isopropyl alcohol (6 mL) and 3-methoxyben2ylamine 
(160 microL, 1.22 mmol) is added with stirring at 20-25 degrees 
C. This mixture is 'heated to gentle reflux (bath ten^ 85 
degrees. C) xmder nitrogen for 2 hours, whereupon the resulting 
mixture is concentrated under reduced pressure to give the 
title compound. The title compound is purified by flash 
chromatography (2-5% methanol/methylene chloride; gradient 
elution) to give purified title compound. 

EXAMPLE 5 {2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 

methoxybenzyl ) amino] -2-butanol trif luoroacetate 
(VIII) 

tert-Butyl (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ ( 3 -methoxybenzyl ) amino ] propylcarbamate ( VII , EXAMPLE 4 , 258 
mg, 0.59 mmol) is dissolved in methylene chloride (1 mL) at 20- 
25 degrees C, ""an'd trif luoroacetic acid (1 mL) is added with 
stirring Under nitrogen. The reaction mixture is stirred at 
20-25 degrees C for 1 hour, whereupon the reaction mixture is 
concentrated under reduced pressure to give the title compound. 
The title compound is used in the next reaction without further 
purification. 
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EXAMPLE 6 N^-{{lS,2R)-l-(3,5-difluoroben2yl)-2-hydroxy-3- 

t { 3 -methoxybenzyl ) amino] propyl } - 5 -methyl -N^ , N^- 
dipropylisophthalamide (X) 
(2R,3S)-3-amino-4-{.3,5-difluorophenyl)-l-[ (3- . 
metho3<ybenzyl)amino] -2-butanol trif luoroacetate salt (VIII, 
EXAMPLE 5) is dissolved in anhydrous DMF (3 mL) and cooled to 0 
degrees C. Triethylamine (500 microliter, 3.6 mmol) and 5- 
methyl-W, iyr-dipropylisophthalamic acid (156 mg, 0.59 mmol) are 
added with stirring. The mixture is warmed to 20-25 degrees C 
briefly to allow for complete dissolution of the carboxylic 
acid, before recooling to 0 degrees C. l-Hydroxybenzotriazole 
(157 mg, 1.2 mmol) is added with stirring, followed by l-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (229 mg, 
1.2 mmol). The resulting mixture is stirred at 0 degrees C for 
15 5 minutes, then warmed to 20-25 degrees C for 15 hours. The 
reaction mixture is then quenched with aqueous citric acid 
(10%), and the mixture extracted three times with ethyl 
acetate. The combined organic extracts are washed with 
saturated sodium bicarbonate, saline, dried over . sodium 
20 sulfate, filtered and concentrated vmder reduced pressure to 
give the the title compound in crude form. This material is 
purified by flash chromatography (2-10% methanol /methylene 
chloride gradient elution) to give purified title compound, MS 
(ES) MH* = 582.3. 

25 

EXAMPLES 7-9 

Following the general procedure of EXAMPLE 1 and making 
non critical variations but starting with the protecting group 
of Column A and using the acid of Column B, the protected 
30 coinpoxand (III) of Column C is obtained: 



EXAMPLE 


Column A 


Coliimn B 


Coliimn C 


7 


BOC 


Hydro chl or i c 


tert-butyl (IS) -3-chloro- 
1- (3 , 5^dif luorobenzyl) ^2- 
oxopropylcarbamate 
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8 


CBZ 


Hydrobromic 


benzyl (IS) -3-bromo-l- 








(3/ 5-dif luorobenzyl) -2- 








oxopropylcarbamate 


9 


CBZ 


Hydrochloric 


benzyl (IS) -3-chloro-l- 
( 3 , 5 - di f luor obenzy 1 ) -2 - 
oxopropylcarbamate 



EXAMPLES 10-12 

Following the general procedure, of EXAMPLE 2 and making 
non critical variations but starting with the protected 
5 conpound (III) of Column A, the alcohol (IV) of Column B is 



obtained: 



EXAMPLE 


Column A 


Coluinn B 


10 


7 


Tert-butyl (IS, 2S) -3-chloro-l- (3 , 5- 
dif luorobenzyl ) -2-hydroxypropylcarbainate 


11 


8 


Benzyl (IS, 2S) -3-bromo-l- (3 , 5- 

dif luorobenzyl ) -2 -hydroxypropylcarbamate 


12 


9 


Benzyl (IS, 2S) -3-chloro-l- (3 , 5- 

dif luorobenzyl ) -2 -hydroxypropylcarbamate 



EXAMPLE 13 Benzyl ( IS) -2- (3 , 5-dif luorophenyl) --1- [ (2S) - 

oxiranyl] ethylcarbamate (V) 
10 Following the general procedure of EXAMPLE 3 and making 

non critical variations but starting with the alcohol (IV) of 
EXAMPLE 12, the title coitpouhd is obtained. 

EXAMPLES 14-107 

15 Following the general procedure of EXAMPLE 4 and making 

non-critical, variations but reacting tert-butyl (IS, 2S) -1- (2- 
oxiranyl) -2 -phenylethyl carbamate (V, commercially available) 
with the C- terminal amine (VI) of Column A, the protected 
alcohol (VII) of Colvimn B is obtained. 

20 



Exampl 
e 

No. 


Column A 

C- terminal amine 
(VI) 


Column B 

Protected alcohol (VII) 


14 


H2N-CH2CH3 


tert-butyl (IS, 2R) -l-benzyl-3- 
(ethylamino) -2- 
hydroxypr opy 1 carbamate 
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15 


H2N-CH2-phenyl 


tert-butyl (IS, 2R) -l-benzyl-3- 
(benzylaItlino) -2- 


16 


H2N-CH(CH3)2 


tert-butyl (IS, 2R) -l-benzyl-3- 
( i s opr opyl amino ) - 2 - 


17 


H2N- CH2 -phenyl - 4 - 
CH3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (4- 

methylbenzyl ) amino] propyl carbamate 


1 fi 

J. o 


ri2^ \ >— "-2 / 2 

phenyl - 4 -OCH3 


ueiu— jjucy-L v-Lo/ ZK; — X— Denzyx— ^- 
hydroxy-3-{[2-{4- 

methoxyphenyl) ethyl] amino} propyl ca 
rbamate 


1 Q 


xl2l^ V«.Jl2 ""piltiliy i ~ J ~ 

0CH3 


ueru-j3ucy± v±o/ zk; — x— Denzyi-z — 
hydroxy-3-[ (3- 

methoxybenzyl ) amino ] propylcarbamat 


20 


H2N-CH( -phenyl )- 
CO-OC2H5 


ethyl ({ (2R,3S)-3-[ (tert- 
butoxycarbonyl) amino] -2 -hydroxy- 4- 

pnenyxouuyx amino; vpnenyx ) acecaue 


21 


H2N-'(CH2) 2 -phenyl 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (2- 

phenylethyl ) amino] propyl carbamate 


22 


H2N-CH(-CH20H)- 
uri vUxi; — piienyx— 4— 

N02 


tert-butyl (IS, 2R) -l-benzyl-2- 
nyoroxy-j-i L (xS; -z-nydroxy-l- 
(hydroxymethyl) -2- (4- 
nitrophenyl) ethyl] amino }propylcarli> ' 
amate 


23 


H2N-CH2 -phenyl - 2 - 
CI 


tert-butyl (IS, 2R) -l-benzyl-S- [ {2- 
chlorobenzyl ) amino] -2 - 
xiyux oxypiopyxcar oama u e 


24 


H2N-CH2-phenyl-4- 
Cl 


tert-butyl (IS, 2R) -l-ben2yl-3- [ (4- 
chlorobenzyl ) amino ] -2 - 
hydr oxypr opyl carbamat e - 




rl2JM"" \ ^xi2 ) 2 
{CH2)2-OH 


uert-Dutyx (is, ^k) -l-i)enzyl-2- 
hydroxy-3-{ t2-(2- 
hydroxyethoxy ) ethyl ] amino }ipr opyl ca 
rbamate 


26 


H2N- 1 - indany 1 


tert-butyl (IS, 2R) -l-benzyl-3- 
( 2 , 3-dihydro-lH-inden-l-ylamino) - 
2 -hydr oxypr opyl carbamate 


Z / 


xi2N-Uil2-CH (Oil; - 
CH3 


tert-Dutyx (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (2- 

hydroxypropyl ) amino] propylcarbamat 
e 


28 


t e t r ahydr 0 fur any 
1 


i" ATt— "hill- vl MQ — 1 — 'hon»yir1 _0_ 
uc:■l. l. uuujfx V J-O , zx\/ ""X~jjeiizyx z ~ 

hydroxy-3- [ ( tetrahydro-2- 
furanylmethyl) amino] propylcarbamat 
e 
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29 


H2N-CH2-CH(- 
OCH2CH3) 


tert-butyl (IS, 2R) -l-ben2yl-3- 
[(2,2 -diethoxyethyl ) amino ] -2 - 
hydroxypropylcarbamate 


30 


H2N-(CH2)4-CH3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy- 3 - (pentylamino ) 
propyl carbamate 


31 


H2N-cyclohexyl 


tert-butyl (IS, 2R) -l-benzyl-3- 
( cyclohexylamino ) -2 - 
hydr oxypropyl carbamate 


32 


H2N-CH2 -pyr idin- 
2-yl 


teirt-butvl (IS. 2R) -l-benzvl-2- 
hydroxy-3-I (2- 

pyr idinylmethyl ) amino ] propylcarbam 
ate 


33 


H2N-CH2-phenyl-2- 
NH2 


tert-butyl (IS, 2R) -3- [ (2- 
aminobenzyl) amino] -l-benzyl-2- 
hydroxypropylcarbamate 


34 


H2N-CH2-pyridin- 
3-yl 


tert-butyl (IS, 2R) -l-benzvl-2- 
hydroxy-3- [ (3- 

pyridinylmethyl ) amino] propylcarbam 
ate 


35 


H2N-{CH2)2- 

pyrrolidin-1 -yl 


tert-butyl (IS, 2R) -l-benzvl-2- 

hydroxy-3-{ [2-(l^ 

pyrrolidinyl ) ethyl ] amino} propyl car 

bamate 


36 


H2N-CH2-CH(OH)- 
phenyl 


tert-butyl (IS, 2R) -l-ben2yl-2- 
hydroxy- 3 - [ ( 2 -hydroxy- 2 - 
phenylethvl ) amino 1 Dronvlnai-'haTna ho 


37 


H2N-(CH2)3-0- 

(CH2)3-CH3 


tert-butyl (IS, 2R) -l-benzyl-3- [ (3- 
butoxypropyl) amino] -2- 
hydr oxypropyl carbamate 


38 


H2N-(CH2)3-0- 
CH(CH3)2 


tert-butvl (IS . 2R) -l-b^nyvl -.9- 

hydroxy-3-[ (3- 

isopropoxypropyl ) amino] propyl carba 
mate 


39 


H2N-(CH2)2- 

CH(CH3)2 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy- 3 - ( isopentylamino ) 
propylcarbamate 


40 


H2N-(CH2)3-phenyl 


tert-butyl • (IS, 2R) -l-benzyl-2- 
hydroxy-3- t (3- 

phenvlproDvl ) amino! "DT^onvl r's-rHaTna-t-ci 


41 


H2N-(CH2)2-OCH3 


tert-butyl (lS,2R)-l-ben2yl-2- 
hydroxy-3-[ (2- 

me thoxvethvl ) amino 1 oM'nvl oai^ViaTna a 


42 


H2N-(CH2)2-0- 
phenyl 


tert-butyl (IS, 2R) -l-ben2yl-2- 
hydroxy-3- [ (2-. 

phenoxyethyl ) amino] propylcarbamate 


43 


H2N-(CH2)2-0- 

(CH2)2-CH3 


tert-butyl (IS, 2R) -l-ben2yl-2- 
hydroxy-3- [ (2- 

propoxyethyl ) amino] propylcarbamate 
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44 


H2N-(CH2)2-C{CH3). 


\ tert-butyl (IS, 2R) -l-benzyl-3- 
[ (3,3-dimethylbutyl)ainino]-2- 
hydroxypr opy 1 c arbaitia t e 


45 


H2N-(CH2)4-Phenyl 


tert -butyl (IS, 2R) -l-benzyl-2- 

hydroxy-3- [ (4- 

phenylbutyl ) amino ] propylcarbamate 


46 


H2N-CH2-phenyl-3 - 
I 


tert-butyl (1S,2R) -l-benzyl-2- 
hydroxy-3-[ (3- 

iodobenzyl ) amino] propylcarbamate 


47 


H2N-CH2-phenyl-4- 
NO2 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3 - [ (4- 

nitrobenzyl ) amino ] propylcarbamate 


48 


H2N-CH2 -phenyl - 3 - 
CI 


tert-butyl (IS, 2R) -l-benzyl-3- [ (3- 
chlorobenzyl ) amino] -2- 
liydroxypropylcarbamate 


49 


H2N-(CH2)2- 

phenyl-4-Cl 


tert-butyl (IS, 2R) -l-benzyl-3-{ [2- 
( 4-chlorophenyl ) ethyl ] amino} -2- 
hydroxypropylcarbaimate 


50 


H2N-(CH2)2- 

pyridin-2-yl 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [2-(2- 

pyridinyl ) ethyl ] amino } propyl carbarn 
ate 


51 


H2N-CH2-pyridin- 
4-yl 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (4- 
pyridinylmethyl ) amino] propylcarbam 
ate 


52 


H2N-(GH2)2-(N- 

methylpyrrolidin 

-2-yl) 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [2- (l-methyl-2- 
pyrrolidinyl ) ethyl ] amino } propyl car 

bainate 


53 


H2N-CH2 -phenyl - 
'2, 3 -dimethyl 


tert-butyl (IS, 2R) -l-benzyl-3- 
[ {2,3-dimethylben2yl)amino]-2- 
hydroxypropylcarbamate 


54 


H2N-CH2 -phenyl -2 - 
OCF3 


tert-butyl (IS, 2R) -l-ben2yl-2- 
hydroxy-3-{ [2- 

( trif luoromethoxy ) benzyl] amino} pro 
pylcarbamate 


55 


H2N-CH2-phenyl-2- 
Cl-6-O-phenyl 


tert-butyl (IS, 2R) -l-benzyl-3- [ (2~ 
chloro-e-phenoxybenzyl) amino] -2- 
hydroxypr opy 1 carbamate 


56 


H2N-CH2 -phenyl - 4 - 
CP3 . 


tert-butyl (IS, 2R) -l-ben2yl-2- 
hydroxy-3-{ [4- 
(trif luoromethyDbenzyl] amino}prop 
ylcarbamate 


57 


H2N-CH2-phenyl- 
2,3-dichloro 


tert-butyl (IS, 2R) -l-benzyl-3- 
[ ( 2 , 3-dichlorobenzyl ) amino] -2- 
hydroxypropylcarbamate 


Do 


H2N-CH2 -phenyl - 
3, 5-dichl6ro 


tert-butyl (IS, 2R) -l-ben2yl-3- 
. (3 , 5-dichlorobenzyl.) amino] -2- 
hydroxypr opy 1 carbamate 
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59 


H2N-CH2 -phenyl - 
3 , 5-dif luoro 


tert-butyl (IS, 2R) -l-ben2yl-3- 
[ {3,5-difluorobenzyl)amino]-2- 
hydroxypropylcarbamate 


60 


H2N-CH2 -phenyl - 4 - 
OCF3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3"-{ [4- 

(trif luoromethoxy)benzyl] amino}pro 
pyl carbama t e 


61 


H2N-(CH2)-2- 

phenyl - 4 -r S.O2 -NH2 


tert-butyl (lS,2R)-3-{ [4- 
( aminosul f onyl ) benzyl ] amino } - 1- 
benzyl -2 -hydroxypropylcarbamate 


62 


H2N-CH2 -phenyl - 4 - 
OC3I3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (4- 

methoxybenzyl ) amino] propyl carbama t 


63 


H2N-CH2-phenyl - 4 - 
.CH3, 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3 - [ (4- 

methylbenzyl ) amino] propylcarbaitiate 


64 


H2N-CH2-Pn- 

(3,4.5- 

trimethoxy) 


tert-butyl (IS, 2R) -l-benzyl-2- 
liydroxy-3 -[(3,4,5- 
trimetlxoxybenzyl ) ainino] prppylc.arba 

mate 


65 


H2N-CH2 -phenyl - 3 - 
OCF3 


tert-butyl (1S,2R) -l-benzyl-2- 
hydroxy-3-{ [3- 
( t r i f luoromethoxy ) benzyl ] amino } pro 
• py 1 c ar bama t e 


66 


H2N-CH2 -phenyl - 
3 , S.-dimethoxy 


. te?:t-butyl ( IS , 2R) -l-benzyl-3- 
[ (3 , 5-dimetlioxybenzyl ) amino] -2- 
hydroxypropyl carbamate 


67 


H2N-CH2.-phenyl- 
2 , 4-dimethoxy 


tert-butyl (IS, 2R) -l-benzyl-3- 
t (2, 4-dimethoxybenzyl) amino] -2- 
hydroxypropylcarbamate 


68 


H2N-CH2 -phenyl - 
phenyl 


tert-butyl (IS, 2R) -l-benzyl-3- 
[([l,l'-biphenyl]-3- 
ylmethyl ) amino] -2- 
hydroxypropyl carbama te 


69 


H2N-CH2-phenyl- 
3, 4-dichlor6 


tert-butyl (IS, 2R) -l-benzyl-3- 
[ (3 , 4-dichloroben2yl) amino] -2- 
hydroxypropylcarbamate 


70 


H2N-CH2-phenyl-4- 
F 


tert-butyl (IS, 2R) -l-benzyl-3- [ (4- 
f luorobenzyl) amino] -2- 
hydroxypropyl carbamate 


71 


H2N-GH2-phenyl-3 - 
CF3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [3- 

( tri f luoromethyl ) benzyl ] amino } prop 
yl carbamate 


72 


H2N-CH2 -phenyl - 2 - 
CH3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (2- 

methylbenzyl ) amino] propylcarbamate 
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73 


H2N-CH( (R)-CH3)- 
phenyl 


tert-butyl (IS, 2R) -l-benzyl-2- 

hydroxy-3-{ [ (IR) -1- 

phenylethyl ] amino }propylcarbainate 


74 


H2N-CH{ (S)-CH3)- 
phenyl 


tert-butyl (IS, 2R) -l-benzyl-2- 

hydroxy-3-{ [ (IS)-l- 

phenylethyl ] amino }propylcarbainate 


75 


H2N-CH2 -phenyl - 
3,5- 

(bis ) trif luorome 
thyl 


tert-butyl (IS, 2R) -l-benzyl-3- 
{ [3 , 5-bis (trif luoromethyl) 
benzy 1 ] amino } - 2 - 
hydroxypropylcarbamate 


76 


H2N-CH2-phenyl-2 - 
CF3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [2- 
{ tri f luoromethyl ) benzyl ] 
amino }propylcarbaiha'te 


77 


H2N-CH( (S) -CH3)- 
(naphth-l-yl) 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ t (IS) -1- (1- 
naphthyl ) ethyl ] amino } propyl 
carbamate 


78 


-NH2-CH{ (R)-CH3)- 
(naphth-l-yl) 


tert-butyl (IS, 2R) -l-benzyl-2- 

hydroxy-3-{ [ (IR) -1- (1- 

naphthyl ) ethyl] amino} propyl carbama 

te 


79 


H2N-CH2 -phenyl - 3 - 
OCH3-4-OH 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (4-hydroxy-3- 
methoxybenzyl ) amino] propylcarbamat 
e 


80 . 


H2N-CH2 -phenyl - 
3 ,«4-dihydroxy 


tert-butyl (IS, 2R) -l-benzyl-3- 
[ (3 , 4-dihydro:Qrbenzyl) amino] -2- 

hydroxypropyl carbama te 


81 


H2N-(CH2)3-OCH3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-[(3- 

methoxypropyl ) amino ] propylcarbamat 

e 


82 


H2N-CH{ (S)-CH3)- 
CH2-OH. " 


tert-butyl (IS, 2R) -l-benzyl-2- 

hydroxy-3-{ [ (IS) -2-hydroxy-l- 

me thylethyl ] amino } propyl carbamate 


83 


H2N-CH( (R)-CH3)- 
CH2-OH 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [ (IR) -2-hydroxy-l- 
methylethyl ] amino }propyl carbamate 


84 


H2N-CH2-CSCH 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3 - ( 2 -propynylaminp ) 
propylcarbamate 


85 


H2N-(CH2)2- 

phenyl-2-F 


tert-butyl (IS, 2R) -l-benzyl-3-{ [2- 
(2-fluorophenyl)ethyl] amino}-2- 
hydroxypropyl carbamate 


86 


H2N-(CH2)2- 

phenyl-3-F 


tert-butyl (IS, 2R) -l-benzyl-3-{ [2- 
( 3 - f luorophenyl ) ethyl ] amino } - 2 - 
hydroxypropyl carbamate 
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87 


H2W-{CH2)2- 

phenyl-4-F 


tert-butyl (IS, 2R) -l-benzyl-3-{ [2- 
( 4 - f luorophenyl ) ethyl ] amino} -2 - 
hydroxypropyl carbamate 


88 . 


H2N-(CH2)2- 

phenyl-4-Br 


tert-butyl (IS, 2R) -i-ben2yl-3-{ [2- 
{ 4 -bromc^henyl ) ethyl ] amino } -2 - 
hydroxypropyl carbamate 


89 


H2N-(CH2)2^ 

phenyl-3-OCH3 


tert-butyl (IS, 2R) -l-ben2yl-2- 
hydroxy-3-{ [2-(3- 

me thoxyphenyl ) ethyl ] amino }propylca 
rbamate 


90 


H2N-(CH2)2- 

phenyl-2,4- 

dichloro 


tert-butyl (IS, 2R) -l-benzyl-3-{ [2- 
( 2 , 4-dichlorophenyl ) ethyl ] amino } - 
2 -hydroxypropylcarbamate 


91 


H2N-(CH2)2- 

phenyl-3-Cl 


tert-butyl (IS, 2R) -l-benzyl-3.-{ [2- 
( 3 -chlor ophenyl ) ethyl ] amino } -2 - 
hydroxypropylcarbamate 


92 


H2N- (CH2)2- 

phenyl-2,5- 
dimethoxy 


tert-butyl (IS, 2R) -l-benzyl-3-{ [2- 
(2,5 -dime thoxyphenyl ) 
ethyl ] amino } -2 - 
hydroxypropylcarbamate 


93 


H2N- (CH2)2- 

phenyl-4-CH3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [2- (4- 

me thy Iphenyl) ethyl] amino} propyl car 

hamate 


94 


H2N-CH(-(R)CH2- 
0H)-CH2 -phenyl 


tert-butyl (1S,2R) -l-beh2yl-3- 
{ [ (lR)-l-benzyl-2- 
hydroxye thyl ] amino } -2 - 
hydroxypropylcarbamate 


95 


H2N-(CH2)3-(1- 

morpholinyl ) 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [3- (4- 

morpholinyl ) propyl ] amino} propyl car 
bamate 


96 


H2N-CH2-C(CH3)2 


tert-butyl (IS, 2R) -l-benzyl-3- 
[ { 3 , 3 -dimethylbutyl ) amino ] -2 - 
hydroxypropylcarbamate 


97 


H2N-(CH2)2-(1- 

moipholinyl) 


tert-butyl (IS, 2R) -l-benzyl-2- 

hydroxy-3-{ [2- (4- 

morpholinyl ) ethyl ] amino }propylcarb 
amate 


98 


H2N-CH(OH)-CH2- 
CH3 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroXy-3- [ (1- 

hydroxypropyl ) amino ] propylcarbamat 
e 


99 


H2N-(CH2)2- 

(thien-2-yl) 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-[ (2- 
thienylmethyl ) amino ] propylcarbamat 
e 


100 


H2N-(CH2)4-0H 


tert-butyl (IS, 2R) -l-benzyl-2- 

hydroxy-3- [ (4- 

hydroxybutyl ) amino ] propylcarbamat e 
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101 


H2N-CH(-(S)CH2- 
OH) -phenyl 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [ (IS) -2-hydroxy-l- 
phenylethyl ] amino } propylcarbamate 


102 


HaN-CHa-phenyl- 
2 , 4-dichloro 


tert-butyl (IS, 2R) -l-benzyl-S- 
[ (2 , 4-dichlorobenzyl ) amino] -2- 
hydroxypropylcarbamate 


103 


H2N-CH{-(R)CH2- 
OH) -phenyl 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydroxy-3-{ [ (IR) -2-hydroxy-l- 
phenylethyl ] amino } propylcarbamate 


104 


H2N-CH2 -phenyl - 4 - 

C.(CH3)3 


tert-butyl (IS, 2R) -l-benzyl-3- [ (4- 
tert-butylbenzyl) amino] -2-. 
hydroxypropylcarbamate 


105 


H2N-GH(CH3)- 
phenyl 


tert-butyl (IS, 2R) -l-benzyl-2--. 
hydroxy-3- [ (1- 

phenylethyl ) amino ] propylcarbamate 


106 


H2N-(lR,2S)-2- 
hydr oxy indeh- 1 - 
yi 


tert-butyl (IS, 2R) -l-benzyl-2- 
hydr oxy- 3-{[(lR,2S)-2 -hydroxy- 2,3- 
dihydr o - IH- inden- 1 - 
yl] amino}propylcarbamate 


107 


H2N-CH2 -phenyl - 
3 , 4 -dimethyl 


tert-butyl (IS, 2R) -l-benzyl-3- 
[ (3 , 4-dimethylbenzyl ) amino] - 2- 
hydroxypropylcarbamate - 



EXAMPLES 108-164 

Following the general procedure of EXAMPIjE 4 and malcing 
non-critical variations but reacting tert-butyl (IS) -2- (3 , 5- 
dif luorophenyl ) -1- [ (2S) -oxiranyl] ethylcarbamate (V, EXAMPLE 3 ) 
with the C- terminal amine (VI) of Column A, the protected 
alcohol (VII) of Column B is obtained. 



EXA 


Column A 
C-terminal amine 
(VI) 


Coliitnn B 

Protected alcohol (VII) 


108 


H2N- (CH2 ) 6-CO-O-CH3 


methyl 7-{ [ (2R, 3S) -3- t ( tert- 
butoxycarbonyl ) amino] -4 - (3 , 5- 
dif luorophenyl) -2- 
hydr oxybutyl ] amino } hept anoate . 


109 


H2N-CH ( -CH3 ) -CO-NH- 
CH2-CH{CH3)2 r/s 


tert-butyl (IS, 2R) -1- (3 , 5- 
difluorobenzyl) -2 -hydroxy-3 -{ [2- 
(isobutylamino) -l-methyl-2- 
oxoethyl] amino }propylcarbamate 


110 


H2N-CH( (S)-CH3)-C0- 
NH-CH2-CH{CH3)2 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) - 2 -hydroxy- 3- 
{ [ (IS) -2- (isobutylamino) -1- 
methyl -2- 

oxoethyl ] amino }propylcarbamate 
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111 


H2N-C { -CHa ) 2-CO-NH- 
CH2-CH{CH3)2 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -2-hydroxy-3-{ [2- 
(isobutylamino) -1, 1 -dimethyl -2- 
oxoethyl] amino }propylcarbamate 


112 


H2N-CH2-CO-NH-CH2- 
CH(CH3)2 


tert-butyl (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -2-hydroxy-3-{ [2- 

(isobutylamino) -2- 

oxoethyl] amino}propylcarbamate 


113 


H2N-CH( (S)-CH2CH3)- 
CO-NH-CH2-CH {CH3 ) 2 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -2 -hydroxy-3- 
({(lS)-l- 

[ ( isobutylamino ) carbonyl ] propyl } a 
mino ) propylcarbamate 


114 


H2N-CH{ (R) -CH2CH3)- 
CO-NH-CH2-CH (CH3 ) 2 


tert-butyl (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -2-hydroxy-3- 
({(IR)-l- 

[ (isobutylamino ) carbonyl ] propyl ) a 
mino ) propylcarbamate 


115 


H2N-CH2-phenyl 


tert-butyl (lS,2R)-3- 
(benzylamino) -1- (3, 5- 
dif luorobenzyl) -2- 
hy dr oxypr opy 1 c arbama t e 


116 


H2N-CH2-CH3 


tert-butyl (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- (ethylamino) -2- 

ydroxypropylcarbamate 


117 


H2N-CH2-CH(CH3)2 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -2 -hydroxy-3- 
( isobutylamino ) propylcarbamate 


118 


H2N-CH2-CH (CHa) - 
CONH-CH2-CH{CH3)2 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -2 -hydroxy-3-{ [3-. . 
(isobutylamino) -2 -methyl -3- 
oxopropyl ] amino } propyl carbamate 


119 


H2N-CH2 -phenyl - 4 - 
N(CH3)2 


tert-butyl (IS, 2R) .-1- (3 , 5- 
di f luorobenzyl ) - 3 - { [ 4 - 
(dimethylamino) benzyl] amino) -2 - 
hydr oxypr opy 1 c arbama t e 


120 


H2N-CH( (S)-CH2- 
phenyl) -CO-NH-CH2- 
CH(CH3)2 


tert-butyl (IS, 2R) -3- { [ (IS) -1- 
(3 , 5-dif luorobenzyl) -2 - 
(isobutylamino) -2- 
oxoe thy 1] amino}-!- (3, 5- 
dif luorobenzyl ) -2- 
hydroxypropylcarbamate 


121 


H2N-CH( (S) - 

CH ( CH3 ) 2 ) - CO-NH- CH2 - 

CH(CH3)2 


tert-butyl (IS, 2R) -1- (3 , 5- 
di f luorobenzyl ) - 2 -hydroxy- 3 - 
({(IS)-l- 

[ ( i sobutylamino ) carbonyl ] - 3 - 
methylbutyl } amino ) propylcarbamate 


122 


H2N-CH2-'CH2-N(CH3)2 


tert-butyl (IS, 2R) -1- (3, 5- 
dif luorobenzyl) "3- { [2- 
( dimethylamino) ethyl] amino} -2- 
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hydroxypropyl carbamate 




yi) 


dif luorobenzyl) -2-hydroxy-3- [ (3- 
pyridinylmethyl ) amino] propylcarba 
mate 


124 


H2N-CH( (S)-CH2-0- 
CH2-phenyl) -CO-NH- 


tert-butyl (IS, 2R) -3-{ [ (is) -1- 
[ (benzyloxy) methyl] -2- 

oxoethyl] amino} -1- (3,5- 
dif luorobenzyl) -2- 
hydroxypropylcarbamate 




xi2i>i N- \ v^n3 / 2 


uex u JJuCy X \ Xo / Zrc/ — X— V J , 0 — 

dif luorobenzyl) -2-hydro3Qr-3- [ (1- 
methyl-1- 

phenylethyl ) amino] propyl carbamate 


126 


H2N-CH( (R)~ 

PH f PKo ^ o ^ — PO-MH— PHo- 
\ \^n3 / 2 / XMfx ^n2 

CH(CH3)2 


tert-butyl (IS, 2R) -1- (3 , 5- 

Hi "Fl n OT*riV%OT^ ^\7l \ — 9— Vl^7'r1T■/^v^r_'^_ 
({ (IR)-I- 

[ ( isobutylamino ) carbonyl ] -3 - 

methylbutyl } amino ) propylcarbamate 


127 


H2N-CH( (S) -CH2-CH2- 

PW^ ^ —PH— TvTH'— PW^ — 

CH{CH3)2 


tert-butyl {IS, 2R) -1- (3 , 5- 
Q.XXXUOX oijsiJLzyx y — z ^-xiyoroxy-" J — 
({{1S)-1- 

[ (isobutylamino ) carbonyl] butyl } am 
ino ) propylcarbamate 


128 


H2N-CH( (S)-CH2-0H)- 


tert-butyl. {lS,2R)-l-{3,5- 
Qxx j.uoroDenzyx ; — ^—nyaroxy'-o— 
{ [ (IS) -1- (hydroxymethyl) -2- 
( isobutylamino ) -2 - 
uxoeuxiyxj ammo/propyxcarDamaue 


129 


HaN-CHz-CHa-phenyl 


tert-butyl (IS, 2R) -1- (3 , 5- 

di f luorobenzyl ) -2 -hydrbxy-3 - [ { 2 - 
phenylethyl ) amino ] propylcarbamate 


130 


H2N-CH( (S)-CH3)-C0- 


tert-butyl (IS, 2R) -3-{ [2- 
^Denzyxamxno ; — x—meunyx— z — 
oxoethyl] amino} -1- (3,5- 
dif luorobenzyl) -2 - 
hydroxypropyl carbamate 


131 


H2N-CH ( ( S ) -CH2-CH3 ) - . 


tert-butyl (IS, 2R) -1- (3 , 5- 
axrxuoroDenzyl ; -o- 1 L \lS;-2- 
(benzylamino) -l-methyl-2- 
oxoe thyl ] amino } - 2 - 
hydroxypropylcarbamate 




W^M— PW« — r\Vi on\/'1 _ 
rl2iN --V-.II2 pUSIly ± J ~ 

OCH3 


uerc-DUuyl (is, zR; -l- ( o , b- 

dif luorobenzyl) -2-hydroxy-3- [ (3- 

methoxybenzyl ) amino] propylcarbama 

te 


133 


H2N"CH( (S)- 
phenyl ) CO- 
NHCH2CH(CH3)2 


tert-butyl (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -2-hydroxy-3- 

{ [ (IS) -2- (isobutylamino) -2-oxo-l- 
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phenylethyl] amino} propyl carbamate 


134 


H2N-CH2-CH2-CH (CH3 ) 2 


tert -butyl (IS, 2R) -1- (3 , 5- 
difluorobenzyl) - 2 -hydroxy- 3- 
( isopentylamino ) propylcarbamate 


135 


H2N-cyclonexyl 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- 
(cyclohexylamino) -2- 
hy dr oxypr opy 1 carbama t e 


136 . 


H2N-(CH2)3-CH3. 


tert -butyl (IS, 2R) -1- (3 , 5- 
difluorobenzyl) -3- (butylamino) -2- 
hydr oxypropy 1 carbama t e 


137 


H2N- ( CH2 ) 3"0"CH3 


tert-butyl (IS, 2R) -1- (3 , 5- . 
difluorobenzyl) -2-hydroxy-3- [ (3- 
methoxypropyl ) amino] propyl carbama 
te 


138 


H2N-CH2-CH (OH) - 
phenyl 


tert-butyl (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -2-hydroxy-3- [ (2- 

hydroxy- 2 - 

phenylethyl) amino] propylcarbamate 


139 


H2N-cyclonexyl-3 , 5- 
dimethoxy 


tert-butyl ( IS , 2R) -1- (3,5- 
dif luorobenzyl) -3- { [ (3R, 5S) -3 , 5- 
dimethoxycyclohexyl] amino} -2- 
hydroxypropylcarbamate 


140 


H2N-cyclonexyl-3 , 5- 
di-(-C0-0CH3) 


dimethyl (lR,3S)-5-( { {2R,3S)-3- 
[ (tert-butoxycarbonyl) amino] -2 - 
hydroxy- 4 -phenylbutyl } amino ) -1 , 3 - 
eye 1 ohexanedi carboxy 1 ate 


141 


H2N-cyclohexyl-3 , 5- 
di- (-COOH) 


(IR, 3S) -5- ( { (2R, 3S) -3- [ (tert- 
butoxycarbonyl ) amino ] -2 -hydroxy- 
4-phenylbutyl}amino) -1,3- 
cyclohexanedicarboxylic acid 


142 


H2N-CH { (R) -CH2-CH3 ) - 
phenyl 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -2 -hydroxy-3 - 
{[(IR)-l- 

phenylpropyl ] amino }propylcarbamat 
e 


143 


H2N-CH2 -phenyl -3 -CI 


tert-butyl (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3 (3- 
chlorobenzyl ) amino ] -2 - 
hydr oxypr opy 1 carbama t e 


144 


TT ^T .^^TT 1 ^ ^ 

H2N- CH2 -phenyl - 3 - 
OCH3 . 


tert-butyl ( IS , 2R) -1- ( 3t> 5- 
difluorobenzyl) -2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl carbama 
te 


145 


H2N-CH2 -phenyl - 
phenyl 


tert-butyl ( IS , 2R) -1- (3,5- 
dif luorobenzyl ) -3 - [ ( [ 1 , 1 • - 
Dxpnenyx j -0 — yxmecnyx ; amxno j -2 — 
hydr oxypr opy 1 c arbama t e 


146 


H2N-CH2 -phenyl - 3 - 1 


tert-butyl. (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -2 -hydroxy-3- t (3- 
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iodobenzyl ) amino ] propylcarbamate 


147 


H2N-CH2 -phenyl - 3 -CH3 


tert-butyl (IS, 2R) ~1- (3,5- 

dif luorobenzyl) ^2-hydroxy-3- [ (3- 

methylbenzyl ) amino] propylcarbamat 

e 


148 


H2N-CH2-CH{-CH3) - 
phenyl 


tert-butyl (IS, 2R) -1- (3,5- 

dif luorobenzyl) -2-hydroxy-3- [ (2- 

phenylpropyl ) amino ] propylcarbamat 

e 


149 


H2N-CH2-Xthiazol-5- 

yi) 


tert-butyl (IS, 2R) -1- (3,5- 
di f luorobenzyl ) -2 -hydroxy- 3 - 
[ (l,3-thiazol-5- 
ylmethyl ) amino ] propylcarbamate 


150 


H2N-CH2- {thien-2- 
yl) 


tert-butyl (IS, 2R) -1- (3,5- 

di f luorobenzyl ) - 2 -hydroxy- 3 - [ ( 2 - 

thienylmethyl ) amino] propyl carbama 

te 


151 


H2N-4- 

methoxy t etr al in- 1 - 

yi 


tert-butyl (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -2 -hydroxy- 3- [ (5- 

methoxy-1, 2 , 3 , 4-tetrahydro-l- 

naphthalenyl ) amino] propylcarbamat 

e 


152 


H2N- CH2 -pyr a z in - 2 - 

yi 


tert-butyl (IS, 2R) -1- (3,5- 
dif luorobenzyl) -2 -hydroxy- 3- [ (2- 
pyrazinylmethyl ) amino] propylcarba 
mate 


153 


H2N-CH2 -phenyl -3 , 5- 
dif luoro 


tert-butyl (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3, 5- 
dif luorobenzyl) amino] -2- 
hydroxypropyl carbama te 


154 


H2N-CH2-phenyl-3 , 4- 
me thy 1 enedi oxy 


tert-butyl (IS, 2R) -3- [ (1, 3- 
benzodioxol-5-ylmethyl) amino] -1- 
(3 , 5-dif luorobenzyl) -2 - 
hydroxypropyl carbamate 


155 


H2N-CH2-phenyl-3 , 5- 
dimethoxy 


tert-butyl (IS, 2R) -1- (3, 5- 
di f luorobenzyl ) - 3 - [ ( 3 , 5 - 
dimethoxybenzyl ) amino] -2- 
hydroxypropyl carbama te 


156 


H2N-CH2-phenyl-3 -CF3 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -2-hydroxy-3-{ [3- 
( trif luoromethyl ) benzyl] amino} pro 
pylcarbamate 


157 


H2N-CH2- (furan-2- 

yi) 


tert-butyl (IS, 2R) -1- (3 , 5- 
di f luorobenzyl ) - 3 - [ ( 2 - 
furylmethyl) amino] -2- 
hydroxypropylcarbamate 


158 


H2N- (7- 

me thoxy t e tr al in- 1 - 
yi) 


tert-butyl (IS, 2R) -1- (3,5- 
dif luorobenzyl) -2 -hydroxy- 3- [ (7- 
me thoxy- 1 ,2,3, 4-tetrahydro-l- 
naphtlialenyl ) amino] propylcarbamat 
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e 


159 


H2N-CH2 -phenyl -3-0- 
CF3 . 


tert-butyl (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -2-hydroxy-3-{ [3- 

( trifluorome thoxy ) benzyl ] amino }pr 

opylcarbamate 


160 


H2N-CH2-phenyl -3 -P 


tert-butvl (lS,2R)-l-f3 5- 
dif luorobenzyl ) -3 - [ ( 3 - 
fluorobenzyl) amino] -2- 
hy dr oxypr opy 1 c arbama t e 


161 


H2N-CH2 -phenyl -3-0- 
CH(CH3)2 


tert-butvl (IS, 2R) -1- (3,5- 

dif luorobenzyl ) -2 -hydroxy-3 - [ ( 3 - 

isopropoxybenzyl) amino] propylcarb 

amate 


162 


H3N-CH2 -phenyl - 3 -Br 


tert-butvl (lS,2R)-l-(3 5- 
difluorobenzyl)-3-[ (3-- 
bromobenzyl ) amino ] -2 - 
hydr oxypr opy 1 c arbama t e 


163 


H2N-CH2-(5-. 
methylf ureui-2 -yl ) 


tert-butyl (IS, 2R) -1- (3 , 5- 
dif luorobenzvl ^ -2— Invdrow-'^ — / r 
metliyl-2- 

f uryl > metliyl ] amino }propylcarbamat 
e 


164 


H2N-(5- 

me thoxy t e tral in-1 - 
yi) 


tert-butyl (IS, 2R) -1- {3 , 5- 
di fluorobenzyl) -2-hydroxy-3- [ (5- 
metlioxy-1 ,2,3, 4-tetrahydro-l- 
naplithalenyl ) amino] propylcarbamat 
e ' 



EXAMPLE 165 tert -Butyl- (IS, 2R) -3-azido-l- (3 , 5- 

difluorobenzyl)-2-hydroxypropylcarbamate {XII ) 
Sodium azide (0..22 g, 4 mmole) and ammonium chloride (2 
5 eq) are added to tert-butyl (IS) -2- (3, 5-dif luorophenyl) -1- 
[ (2S) -oxiranyl]ethylcarbamate (V, EXAMPLE 3, 0.6 g, 2 mmole). 
The reaction is heated to 75-80 degrees C and stirred for 16 
hours. The reaction is monitored by TLC to insure completion. 
The solvent is removed under reduced pressure. The concentrate 
10 is partitioned between ethyl acetate and water, the pliases are 
separated and the organic phase is washed with bicarbonate and 
saline, dried over anhydrous sodium sulfate and concentrated to 
give the title coii5)o\ind, TLC (ethyl acetate/hexane) Rf = 0.45; 
MS (MH*) = 343. 

15 
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EXAMPLE 166 (2R, 3S) -3"ainino-l-azido-4- (3 , 5-dif luorophenyl) - 
2-butanol (XIV). 
tert-Butyl- (IS, 2R) -3-azido-l- (3, 5-dif luorobCTLzyl) -2- 

hydroxypropylcarbamate (XII, EXAMPLE 165, 0.48 g, 1,41 mmole) 
is dissolved in dichloromethane (20 ml) to which 
trif luoroacetic acid (5 ml) is added. The reaction is stirred 
at 20-25 degrees C for 16 hours and the solvent is removed 
under reduced pressure with heat. Ethyl acetate is added twice 
and evaporated twice to give the title coinpound as the 
trifluoroacetic acid salt which is used in the next reaction 
without further purification; MS (MH*) = 242. 

EXAMPLE 167 N^- [ (IS, 2R) "3-azido-l- ( 3 , 5-difluoroben2yl) -2- 
hydroxypropyl ] 5 -methyl -N^ , - 

dipropylisophthalamide (XV) 

To (2R, 3S) -3-amino-l-a2ido-4- (3 , 5-dif luorophenyl) -2-buta 

(XIV, EXAMPLE 166, 0.34 g, 1.4 mmole) in dichloromethane (20 
ml) is added N,N-dipropylamidoisophthalic -acid (IX, 0.53 g, 2 
mmole), t-butyl alcohol (0.27 g, 2 mmole) and triethylamine 

(0.84 ml, 6 mmole) and - . -ethyl- 1- (3- 

dimethylaminopropyl ) carbodiimide .(0.58 g, 3 mmole) . The 
mixture is stirred at 20-25 ..degrees C for 16 hours.. The 
reaction is monitored by TLC (methanol /dichloromethane, 20/80 + 
ethyl acetate/hexane, 50/50; Rf = 0.76)-. "When the reaction is 
complete as measured by TLC, the reaction mixture " is 
partitioned between dichloromethane and ' water," washed with 
hydrochloric acid (0.5 N) , bicarbonate, saline, dried over 
anhydrous sodium sulfate and the solvent is removed lander 
reduced pressure with heat to produce a concentrate. The 
concentrate is column chouromatographed on silica gel to give 
the title compound; MS (MH*) = 488. 
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EXAMPLE 168 N^- [ (IS, 2R) -3-amino-l- (3 , 5-dif luorobenzyl) -2-' 
hydroxypropyl ] - 5 -methyl -N^ , - 
dipropylisophthalamide acetic acid salt {XVI ) 
N^- [ (IS, 2R) -3-a2ido-l- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] 5 -methyl -N^ , -dipropylisophthalamide (XV, 
EXAMPLE 167, 0.3 g, 0.62 mmole) in ethyl acetate (20 ml) and 
acetic acid (5ml) is placed in a Parr pressure bottle. 
Palladium on carbon (10%, 5 g) is added and the mixture shaken 
under hydrogen at 50 psi for 2 hours. The mixture is filtered 
through a diatomaceous earth and the filtrate "is concentrated 
to give the title compoimd; MS (MH*) = 462. 

EXAMPLE 169 N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (2- 
furylmethyl) amino] -2-^hydroxypropyl} -5-methyl-N^,N^- 
dipropylisophthalamide (X) 

N^-[ (IS, 2R) -3 -amino-1- (3, 5-dif luorobenzyl) -2- 
hydroxypropyl] -5-methyl-N^ , N^-dipropylisophthalamide . . acetic 
acid salt (XVI, EXAMPLE 168, 76 mg, 0.146 mmol). is dissolved in 
absolute ethanol (2 mL) . 3-Puraldehyde . (20 microL, 0.231 
mmol) and triethylamine (30 microL, 0.215 mmol) are added via 
syringe, with stirring at 20-25 degrees. C. After . 10 minutes , 
palladium on carbon 122 mg, 5 weight %) is added and the 
mixture placed under a hydrogen atmosphere (50 psi) and shaken 
for 20 minutes. The resulting mixture is then filtered through 
diatomaceous earth, with ethanol washings. The filtrate is 
purified by flash chromatography (2-10% methanol /methylene 
chloride) to give purified title compound, MS (MH*) = 542.2.- 

EXAMPLE 169a tert-butyl (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 

3-{ [ (IS) -2- (ethylamino)-l-methyl-2- 
oxoethyl ] amino } -2 -hydroxypropyl carbamate (VII ) 



Following the general procedure of EXAMPLES 4 and 14-164 
and making non-critical' variations and reacting tert-butyl 
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(IS) -2- (3, 5-difluorophenyl) -1- [ (2S) -oxiranyl] ethylcarbamate (V, 
EXAMPLE 3) with (2S) -2-ainino-N-ethylpropananiide (VI), the title 
conpotind is obtained. 

5 EXAMPLES 170-320 

Following the general procedure of EXAMPLE 5 and making ■ 
non-critical variations but starting with the protected alcohol 
(VII) of Column A, the amine (VIII) of Column B is obtained. 

Column A lists the Protected Alcohols (VII) by reference 
10 to a specific Example number above. 



EXA 


A 


Colximn B 
Amine (VIII) 


170 


14 


(2R, 3S) -3-amino-l- (ethylamino) -4-phenyl-2-butanol 


171 


15 


(2R, 3S ) -3-amino-l- (benzylamino) -4-phenyl-2-butanol 


172 


16. 


(2R, 3S) -3-aininp-l- (isopropylamino) - 4 -phenyl -2- 
butanol 


173 


17 


(2R, 3S) -3-amino-l- [ (4-methylbenzyl) amino] -4-phenyl- 
2-butaiiol 


174 


18 


(2R, 3S) -3-amino-l-{ [2- (4- 

methoxyphenyl ) ethyl] amino} -4 -phenyl -2 -butanol 


175 


19 


(2R, 3S) -3-amino-l- [ (3-methoxybenzyl) amino] -4- 
phenyl - 2 -butanol 


176 


20 


ethyl { [ (2R, 3S) -3-amino-2-hydro3cy-4- 
phenylbutyl] amino} (phenyl) acetate 


177 


21 


(2R, 3S) -3-amino-4-phenyl-l- [ (2-phenylethyl)amino] - 
2 -butanol 


178 


22 


(2S)-2-{ [ (2R,3S)-3-amino-2-hydroxy-4- 
phenylbutyl] amino }-l- (4-nitorphenyl) -1, 3- 
propanediol 


179 


23 


(2R, 3S) -3-amino-l- [ (2-chlorobenzyl ) amino] -4-phenyl- 
2 -butanol 


180 


24 


(2R, 3S) -3-amino-l- [ (4-chlorobenzyl) amino] -4-phenyl- 
2 -butanol 


181 


25 


(2R, 3S) -3-amino-l-{[2- (2- 

hydroxyethoxy) ethyl] amino}-4-phenyl-2-butanol 


182 


26 


(2R, 3S) -3-amino-l- (2, 3-dihydro-lH-inden-l-ylamino) - 
4 -phenyl - 2 -bu tano 1 


183 


27 


(2R, 3S) -3-amino-l- [ (2-hydroxypropyl) amino] -4- 
pheny 1 - 2 -butanol 


184 


28 


(2R, 3S) -3-amino-4-phenyl-l- [ (tetrahydro-2- 
f uranylmethyl ) amino ] -2 -butanol 


185 


29 


(2R, 3S) -3-amino-l- [ (2,2-diethoxyethyl)amino] -4- 
phenyl-2 -butanol 
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186 


30 


(2R, 3S) -3-amino-l- (butylaitiino) -4-phenyl-2-butanol 


187 


31 


(2R, 3S) "3-amino-l- (cyclohexyl amino) -4-phenyl-2- 
butanol 


188. 


32 


(2R, 3S) -3-amino-4-phenyl-l- [ (2- 
pyridinylmethyl) amino] -2-butanol 


189 


33 


(2R, 3S) -3-araino-l- [ (2-aminobenzyl) amino] -'4-"phenyl- 
2-butanol 


190 


34 


(2R,3S)-r3-amino-4-plienyl-l-[ (3- 
pyridinylmethyl) amino] -2-butanol 


191 


.35 


(2R/ 3S) -3-amino-4-phenyl-l-{ [2- (1- 
pyrrolidinyl ) etliyl ] amino } -2 -butanol 


192 


36 


(2R, 3S) -3-amino-l^ [ (2-]iydroxy-2-plienyletliyl) amino] - 
4 -plienyl -2 -but anol 


193 


37 . 


(2R, 3S) -3-amino-l- t (3-butoxypropyl) amino] -4-plienyl- 
2 -butanol 


194 


38 


(2R> 3S) -3-amino-l- [ (3-isopropoxypropyl) amino] -4- 
phenyl -2 -butanol 


195 


39 


{2R, 3S) -3-amino-l- (isopentylamino) -4-p]ienyl-2- 
butanol 


196 


40 


(2R, 3S) -3-amino-4-piienyl-l- [ (3-plienylpropyl) ammo] - 
2 -butanol 


197 


41 


(2R, 3S) -3-amjLno~l- [ (2-metlaoxyetliyl) ammo] -4-plienyl- 
2 -butanol 


198 


42 


(2R, 3S) -3-amino-l- [ ( 2 -ptienpxy etliyl) amino] -4-plienyl- 

2-butanoT " ' " " ' 


199 


43 


(2R, 3S) -3-amino-4-plienyl-l- [ (2-propoxyetliyl) amino] - 
2 -butanol 


200 


44 


(2R, 3S) -3-amino-l- [ (3 , 3-dimethylbutyl) amino] -4- 
plienyl -2 -butano 1 


201 


45 


(2R, 3S) -3-amino-4-plienyl-l- [ (4-plienylbutyl) amino] - 
2 -butanol 


202 


46 


(2R, 3S) -3-amino-l- [ {3-iodobenzyl) amino] -4-phenyl-2- 
butanol 


203 


47 . 


(2R, 3S) -3-amino-l- [ (4-nitrobenzyl) amino] -4-plienyl- 
2 -butanol 


204 


48 


(2R, 3S) -3-amino-l- [ (3-chlorobenzyl) amino] -4-phenyl- 
2 -butanol 


205 


49 


( 2R , 3 S ) - 3 - amino - 1 - { [ 2 - ( 4 -clilor oplienyl ) ethyl ] amino } - 
4 -plieny 1 - 2 -butanol 


206 


50 


(2R, 3S) -3-amino-4-plienyl-l-{ [2- (2- 
pyridinyl ) ethyl ] amino } -2 -butanol 


207 


51 


(2R, 3S) -3-amino-4-phenyl-l- [ (4- 
pyidinylmethyl) amino] -2 -butanol 


208 


52 


(2R, 3S) -3-amino-l-{ [2- (l-methyl-2- 
pyrrolidinyl) ethyl] amino }-4-pheny 1-2 -butanol 


209 


53 


(2R, 3S) -3-ammo-l- [ (2 , 3-dimethylbenzyl) ammo] -4- 
pheny 1 - 2 -butano 1 


210 


54 


(2R,3S)-3-amino-4-phenyl-l-{ [2- 

( trif luoromethoxy ) benzyl ] amino } -2 -butanol 
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211 


55 


(2R, 3S) -3--amino-l- L \z-cn±oro-D- 
phenoxybenzyl ) amino ] -4 -phenyl -2 -butanol 


212 


56 


(2R/ 3S) '-3-amino-4-pnenyl-l-l 14- 

{ trif luoromethyl ) benzyl ] amino } -2 -butanol 


213 


57 


(2R, 3S) -3-amino-l- [ [2, 3-aicnioroJDenzyl) amino] -4- 
phenyl- 2 -butanol 


214 


58 


(2R, 3S) -3-amino-l- [ (3 , 5-dichlorobenzyl) amino] -4- 
phenyl -2 -butanol 


215 


59 


(2R, 3S) -3-amino-l- [ (3, 5-difluorobenzyl) amino] -4- 
plieny 1 - 2 - bu t ano 1 


216 


60 


(2R, 3S) -3-amino-4-plienyl-l-{ [4- 

( t r i f luor ome tlioxy ) benzyl ] amino } - 2 -butano 1 


217 


61 


4- { { [ (2R, 3S) -3-amino-2-hydroxy-4-plienyl 
butyl] aminolmetliyl ) benzenesulf onamide 


218 


62 


(2R, 3S) -3-amino-l- [ (4-mettioxybenzyl) amino] -4- 
plieny 1 - 2-butanol 


219 


63 


(2R, 3S) -3-amino-l- [ (4-metxiylDenzyl) amino] -4-pnenyi- 
2 -butanol 


220 


64 


{2R, 3S) -3-amino-4-p]ienyl-l- [(3,4,5- 
trimetlioxybenzyl ) amino ] -2-butanol 


221 


65 


(2R, 3S) -3-amino-4-p]ienyl-l-{ [3- 

{ trif luorometiioxy) benzyl] amino} - 2-butanol 


222 


66 


(2R, 3S) -3-amino-l- [ (3 , S-dimetiioxybenzyl ) amino] -4- 
plienyl-2 -butanol 


223 


67 


(2R/ 3S) -3-amino-l- [ (2, 4-dimethoxybenzyl) amino] -4- 
pheny 1 - 2 -bu t ano 1 


224 


68 


(2R, 3S) -3-amino-l- [{[1,1' -biplienyl] -3- 
ylmethyl ) amino] -4-plienyl-2-butanol 


225 


69 


(2R, 3S) -3-amino-l- [ (3 , 4-diclilorobenzyl) amino] -4- 
plienyl - 2 -butanol 


226 


70 


(2R, 3S) - 3-amino-l- [ {2-f luor obenzyl) amino] -4 -plienyl - 
2-butanol 


227 


71 


(2R, 3S) -3-amino-4-phenyl-l-{ [3- 

( trif luoromettiyl ) benzyl ] amino} -2-butanol 


228 


72 


(2R, 3S) -3-amino-l- [ (2-metliylbenzyl ) amino] -4-plienyl- 
2 -butanol 


229 


73 


(2R, 3S) -3-amino-4-plienyl-l-{ [ (IR) -1- 
phenyletliyl] amino} -2-butanol 


230 


74 


{2R,3S)-3-amino-4-p]ienyl-l-{ [ (IS)-l- 
phenylethyl ] ammo } - 2 -butanol 


231 


75 


(2R,3S)-3-amino-l-{ [3,5- 

bis (trif luor ome ttiyl) benzyl] ammo} -4 -plienyl -2- 
butanol 


232 


76 


(2R,3S) -3-amino-4-phenyl-l-{ [2- 

( tr i f luorometliyl ) benzyl ] amino } -2 -butanol 


233 


77 


(2R, 3S) -3-amino-l-{ L (IS) -1- (1- 
naplitliyl ) etliyl ] amino } -4 -plienyl -2 -butanol 


234 


78 


(2R, 3S) -3-amino-l-{ [ (IR) -1- (1- 

naplitlxyl ) etliyl ] amino } -4 -phenyl -2 -butanol 
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235 


79 


4- ( { [ (2R, 3S) -3-amino-2-hydroxy-4- 
phenylbutyl ] amino}methyl ) -2-methoxyphenol 


236 


80 


4- ( { [ (2R, 3S) -3 -amino -2 -hydroxy- 4- 
phenylbutyl ] amino } methyl ) -1 , 2 -benzenediol 


237 


81 


(2R, 3S) -3-amino-l- [ (3-methoxypropyl) amino] -4- 
pheny 1 - 2 -bu t ano 1 


238 


82 


(2R, 3S) -3-amino-l- { [ (IS) -2 -hydroxy- 1- 
methylethyl] amino} -4-phenyl-2-butanol 


239 


83 


(2R,3S) -3-amino-l-{ [ (IR) -2 -hydroxy- 1- 
methylethyl ] amino} -4-phenyl-2-butanol 


240 


84 


(2R, 3S) -3 -amino-4 -phenyl- 1- (2-propynylamino) -2- 
butanol 


241 


85 


(2R, 3S) -3-amino-l-{ [2- (2-f luorophenyl ) ethyl] amino }- 
4 -phenyl-2 -butanol 


242 


86 


(2R, 3S) -3-amino-l- { [2- ( 3 -f luorophenyl) ethyl] amino} - 
4 -phenyl-2 -butanol 


243 


87 


(2R, 3S) -3-amino-l-{ [2- {4-fluorophenyl) ethyl] amino }- 
4 -phenyl - 2 -but ano 1 


244 


88 


(2R, 3S) -3-amino-l-{ [2- {4-bromophenyl) ethyl] amino}- 
4 -phenyl -2 -butanol 


245 


89 


(2R, 3S) -3-amino-l- { [2- (3- 

methoxyphenyl ) ethyl] amino} -4 -phenyl-2 -butanol 


246 


90 


(2R,3S)-3-amino-l-{ [2-(2,4- 

dichlorophenyl ) ethyl ] amino} -4-phenyl-2-butanol 


247 


91 


(2R, 3S) -3-amino-l-{ [2- ( 3 -chlorophenyl) ethyl] amino }- 
4-phenyl-2 -butanol 


248 


92 


(2R,3S)-3-amino-l-{ [2-(2,5- 
dimethoxyphenyl ) ethyl ] amino} -4-phenyl-2 -butaiiol 


249 


93 


(2R, 3S) -3-amino-l- { [2- { 4 -methylphenyl) ethyl] amino }- 
4 -phenyl - 2 -butanol 


250 


94 


(2R, 3S) -3-amino-l- { [ (IR) -l-benzyl-2- 
hydroxye thy 1 ] amino }- 4 -phenyl -2 -butanol 


251 


95 


( 2 R , 3 S ) - 3 -amino - 1 - { [ 3 - ( 4 -morpholinyl ) propyl ] amino } - 
4 -phenyl - 2 -butanol 


252 


96 


(2R, 3S) -3-amino-l- (isobutylamino) -4-phenyl-2- 
butanol 


253 


97 


(2R, 3S) -3-amino-l-{ [2- (4-morpholinyl) ethyl] amino}- 
4 -phenyl - 2 -but ano 1 


254 


98 


(2R, 3S) -3-amino-4-phenyl-l- [ (2-hydroxybutyl) amino] - 
2-butanol 


255 


99 


(2R, 3S) -3-amino-4-phenyl-l-{ [2- (2- 
thienyl ) ethyl ] amino} -2-butanol 


256 


100 


4-{ [ (2R, 3S) -3-amino-2-hydroxy-4-phenylbutyl] amino} - 
1-butanol 


257 


101 


(2R, 3S) -3-amino-l- { t (IS) -2-hydroxy-l- 

phenylethyl] amino} -4-phenyl-2-butanol 


258 


102 


(2R, 3S) -3-amino-l- [ (2 , 4-dichlorobenzyl) amino] -4- 
phenyl-2 -butanol 


259 


103 


(2R, 3S) -3-amino-l-{ [ (IR) -2-hydroxy-l- 
phenylethyl] amino} -4-phenyl-2 -butanol 
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260 


104 


( 2 R , 3 S ) - 3 - amino - 1 - [ ( 4 - 1 er t -bu ty Ibenzyl ) amino ] - 4 - 
phenyl-2 -butanol 


261 


105 


(2R,3S) - 3 -amino-4 -phenyl -1- t (l-phenylethyl) amino] - 
2 -butanol 


262 


106 


(1R,2S) -l-{ [ (2R,3S)-3-ainino-2-nyaroxy'-4- 
phenylbutyl] amino}'-2 , 3-dihydro-lH-inden-2-ol 


263 


107 


(2R, 3S) -3-amino--l- [ (3 , 4-"dimethylbenzyl) amino] -4- 
phenyl- 2 -butanol 


264 


108 


methyl 7-{ [ (2R/ 3S) -3 -amino-4- (3, 5-dif luorophenyl) - 
2 -hydroxybutyl ] amino }heptanoate 


265 


109 


2-{ [ (2R; 3S) -3-amino-4- (3, 5-dif luorophenyl) -2- 
hydroxybutyl ] amino} -N- is obutylpropanamide 


266 


110 


(2S) -2-{ [ (2R, 3S) -3-amino-4- (3 , 5 -dif luorophenyl) -2- 
hydroxybutyl ] amino} -N-isobutylpropanamide 


267 


111 


2-{ [ (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -2- 
hydroxybutyl ] amino } -N- i sobutyl- 2 -me thylpropanamide 


268 


112 


2-{ [ (2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -2- 
hydroxybutyl ] amino} -N-isobutylacetamide 


269 


113 


(2S) -2-{ [ {2R, 3S) -3-amino-4- (3 , 5 -dif luorophenyl) -2- 
hydroxybutyl] amino} -N-isobutylbutanamide 


270 


114 


(2R) -2-{ [ (2R, 3S) -3-amino-4- (3 , 5 -dif luorophenyl) -2- 
hydroxybutyl ] amino} -N-isobutylbutanamide 


271 


115 


(2R, 3S) -3-amino-l- (benzylammo) - 4- (3,5- 
dif luorophenyl) -2 -butanol 


272 


116 


(2R,3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- 
( ethyl amino) -2 -butanol 


273 


117 


{2R, 3S) -3 -amino-4- (3 , 5-dif lubropheriy 17-1- 
( isobutylamino) -2-butanol 


274 


118 


3-{ t (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -2- 
hydroxybutyl ] amino } -N-isobutyl- 2 -me thylpropanamide 


275 


119 


(2R, 3S) -3-amino-4- (3 , 5 -dif luorophenyl ) -l-{ [4- 
{ dime thy 1 amino ) benzyl ] amino }- 2 -but and 


276 


120 


(2S) -2-{ [ (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -2- 
hydroxybutyl ] amino} -N-isobutyl-3 -phenylpropanamide 


277 


121 


(2S) -2-{ [ (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -2 - 
hydroxybutyl] amino} -N-isobutyl-3 -methylbutanamide 


278 


122 


(2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -l-{ [2- 
( dimethyl amino) ethyl] amino} -2 -butanol 


279 


123 


(2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -1- [ (3- 
pyridinylmethyl ) amino ] -2 -butanol 


280 


124 


(2S) -2 - { [ (2R, 3S) -3 -amino-4- (3 , 5-dif luorophenyl) -2- 
hydroxybutyl ] amino } -3 - (benzyl oxy) -N- 
isobutylpropanamide 


281 


125 


(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (1- 
methyl-l-phenylethyl) amino] -2 -butanol 


282 


126 


(2R) -2- { [ (2R/ 3S) -3-amino-4- ( i , D-aixiuoropnenyx ; --^ - 
hydroxybutyl] amino} -N-isobutyl-3 -methylbutanamide 


283 


127 


(2S) -2-{ t (2R, 3S) -3-amino-4- (3 , 57dif luorophenyl) -2- 
hydroxybutyl] amino }-N-isobutylpentanamide 
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284 


128 


(2S) -2-{ [ (2R/ 3S) -3-ainino-4- (3 , 5-aif luorophenyl) -2- 
hydroxybutyl ] amino} -3 -hydroxy-N-isobutylpropanamide 


285 


129 


(2R/ 3S) -3-aitiino-4- (3, D-airiuoropnenyl) -l- [ (2- 
phenylethyl) amino] -2-butanol 


286 


*i ft 
130 


(2S) -2-{ [ (2R, 3S) -3-amino-4- (3 , 5 -dif luorophenyl) -2- 
hydroxybutyl ] amino } -N-benzylpropanamide 


287 


131 


(2R, 3S) -3-amino-4- (3/ 5 -dir luorophenyl) -l-{ [ (IS) -1- 
phenylpropyl ] amino } -2 -butanol 


287 
a 


t /"ft — 
169a 


(2S) -2-{ [ (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -2- 
hydroxybutyl ] amino } -N-ethylpropanamide 


2oo 


132 


(2R, 3S) -3-amino-4- (3, 5 -air luorophenyl ) -1- [ (3- 
methoxybenzyl ) amino ] -2-butanol 


289 


133 


^ (2S) -2-{ [ (2R, 3S) -3-amino-4- (3 , 5 -dif luorophenyl) -2- 
"hydroxybutyl ] amino} -N-isobutyl-2-phenylethanamide 


290 


134 


(2R, 3S) -3-amino-4- (3, 5 -dif luorophenyl) -1- 
( isopentylamino.) -2 -butanol 


291 


135 


(2R, 3S) -3-amino-l- (cyclohexylamino) -4- (3 , 5- 
dif luorophenyl) -2-butanol 


292 


136 


(2R, 3S) -3-amino-l- (butylammo) -4- (3 , 5- 
dif luorophenyl) -2-butanol 


293 


137 


(2R, 3S) -3-amino-4- (3, 5 -dif luorophenyl) -1- [ (3- 
methoxypropyl ) amino ] -2-butanol 


294 


138 


(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (2- 
hydroxy- 2 -phenyl ethyl) amino] -2-butanol 


295 


139 


(2R,3S)-3-amino-4- (3, 5-dif luorophenyl) -l-{ [ (3R/5S)- 
3 , 5-dimethoxycyclohexyl]-amino} -2-butanol 


296 


140 


dimethyl (IR, 3S) -5- { [ (2R, 3S) -3-amino-4- (3 , 5- 
di f luorophenyl ) - 2 -hydroxybutyl ] amino } - 1 , 3 - 
eye 1 ohexanedi c arboxy 1 ate 


297 


141 


(IR, 3S) -5-{ [ (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) - 
2-hydroxybutyl] amino}-l, 3-cyclohexanedicarboxylic 
acid 


298 


^ >l ft 

142 


(2R, 3S) -3-amino-4 - (3, 5 -dif luorophenyl) -1- { [ (IR) -1- 
phenylpropyl ] amino } -2-butanol 


299 


143 


{2R, 3S) -3-amino-l- [ (3-chlorobenzyl) ammo] -4- (3 , 5- 
dif luorophenyl) -2-butanol 


300 


144 


{2R, 3S) -3-amino-4- (3, 5 -dif luorophenyl) -1- [ (3- 
methoxybenzyl ) amino] -2-butanol 


301 


145 . 


(2R, 3S) -3-amino-l- [ ( [1/ 1 -biphenyl] -3- 
ylmethyl) amino] - 4- (3, 5-dif luorophenyl) -2-butanol 


302 


146 


(2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -1- [ (3- 
iodobenzyl ) amino ] -2 -butanol • 


303 


147 


(2R, 3S) -3-amino-4- (3, 5-difluorophenyl) -1- [ (3- 
methylbenzyl) amino] -2-butanol 


304 


148 


(2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -1- [ (2- 
phenylpropyl) amino] -2-butanol 


7 n c: 




(zR, Ob; -o-amino-4- \6 , D-aitxuoropnenyX) — i- [ (1,3- 
thiazol-5-ylmethyl ) amino] -2-butanol 


306 


150 


(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (2- 
thienylmethyl) amino] -2-butanol 
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3 07 


151 


(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ {5- 

IlieuIlOXy — X , Z , o / ^t— ueui aXlyOXO — X~IlcipilCila,± ; aliLLllO J — Z** 

butanol 


•a no 
J Uo 




V ZK/ 00/ •J — aiiLLriO'"4~ \ ^ t D~Qirxuoj-opnenyx ; — L v ^ 
pyrazinylmethyl) amino] -2 -butanol 


O AO 


1 ca 


\ zK/ J o ; — o — aimno— X"- L v ^ d— airxuOiODsnzyx ; aiiu.no j -*t — 
( 3 , 5-dif luorophenyl) -2 -butanol 


J J.U 


1D41 


\ ZXV| Joy — O —aXlULIlO — X— i, V X , o — DenzocLxoxox — o — 

ylmethyl) amino] -4- (3 , 5-dif luorophenyl) -2 -butanol 


oil 
oil 


ICC 

iDO 


vzK/ 3b; -3-ainino-4r v3 / D-airxuojTopnenyx ; — x - l \ 3 i d — 
dime thoxybenzyl). amino] -2-butanol ' 


312 


1 c ^ 
iDO 


(zR/ 3b; -3-amino-4- (3 , b-airxuoropnenyx; -x- i L3- 
( tri f luoromethyl ) benzyl ] amino } -2 -butanol 


313 


157 


(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (2- 
ruXyxinsuiiyj.; aiuxnoj — z~Jjuuaii . 


314 


158 


(2R, 3S) -3-aitiino-4- (3 , 5-dif luorophenyl) -1- [ (7^ 
meunoxy— X , ^ t ^ t ^k^ueuraxiyaxo— x— napiiunaxenyx ; amxno j — z — 
butanol 


QIC 
O 13 


1 CO 

ID^ . 


izK, jo; — J — amxno— <t ~ \ j , d— Qirxuoropnenyx; — x — i l«j 
( trif luoromethoxy) benzyl] amino} - 2 -butanol 


o lb 


loU 


(ZK/Oo; — J — aiTLino- 4t— 1 o / D— uirxuoropnenyx ; — x— l v3— 
fluorobenzyl) amino] -2 -butanol 


il / 


lol 


(zR, 3o) -3-amino-4- (3 , D-airxuoropnenyx; -x- L ^3- 
isopropoxybenzyl ) amino] -2 -butanol 


318 


162 


( zR, 3 S) -3 — ammo-l— L 1 3 -Dromooenzyl ) amxno J —4— (3 / b- 
dif luorophenyl ) -2 -butanol 


319 


163 


(2R, 3S) -3-amino-4- (3 ,5 -dif luorophenyl) -1- [ (5- 

meunyx— z — jLUxyxiue uiiy J. ; axiiixioj — z— j^lluoiiux 


320 


164 


(2R, 3S) -3-araino-4- (3 , 5-dif luorophenyl) -1- [ (5- 
methoxy-1, 2 , 3 , 4-tetrahydro-l-naphthalenyl) amino] -2- 
butanol 



EXAMPLE 587 - N^- { (IS, 2R) -l-Benzyl-2-hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] propyl } -N^ , N'^-dipropyl- 
1,3, 5-benzenetricarboxamide (X) 
5 To a mixture of 3 - ( aminocarbonyl ) - 5- 

[ (dipropylamino) carbonyl] benzoic acid {IX, PREPARATION 6, 0.18 
g, 0.616 mmol) in dry DMF (16 mL) is added EDC. (0.182 g, 0,9 
mmol), HOBT (0.127 g, 0.9 mmol) , triethylamine (0.062 g, 0.616 
mol ) , and ( 2R , 3 S ) - 3 -amino- 1 - [ ( 3 -me thoxybenzyl ) amino ] - 4 -phenyl - 
10 2-butanol (VIII, EXAMPLE' 175, 0.185' g, ' '0 . 616 ' nkol) . The 
mixture is stirred at 20-25 degrees C for 3 days. The niixture 
is partitioned between water and ethyl acetate. The plxases are 
separated and the organic phase is washed three times with 
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water. The organic phase is dried over anhydrous magnesium 
sulfate, filtered and concentrated. Column chromatography 
(silica gel, 75 mL; methanol /methylene chloride, 10/90) gives 
the title compound, IR (diffuse reflectance) 3306, 3301, 3270, 
5 2962, 1676, 1667, 1663, 1645, 1638, 1627, 1615, 1550, 1537, 
1450 and 1439 cm"^; NMR (CDCI3) 6 0.645, 0.968, 1.20, 1.43, 
1.67, 2.8., 2,97, 3.38, 3.47, 3.73, 3.87, 4.31, 6.78, 6.91, 
7.23, 7.72, 7.87, 8.22 and 8.43. 

10 EXAMPLE 588 1- tert-butyl {1S,2R) -1- (3, 5-difluorobenzyl) -2- 

hydroxy-3 - [ ( 3 - iodobenzyl ) amino ] pr opylcarbamat e 
(VII) 

tert-Butyl (IS) -2- (3 , 5-dif luorophenyl) -1- [ (2S) - 

oxiranyl]ethylcarbamate (V, EXAMPLE 3, 1.75 g, 5.8 irmole) is 
15 mixed with isopropanol (30 ml). The reaction flask is charged 
with 3-iodobenzylamine (VI). The reac t ion ''mixture ^ heated to 
refliix for 45 minutes, HPLC analysis indicates complete 
. disappearance of the. epoxide (V). The reaction mixture is 
concentrated under reduced pressure and the residue is 
20 partitioned between ethyl acetate (150 ml) and aqueous 
hydrochloric acid (3%, 35 ml). The organic phase is separated 
and washed with aqueous hydrochloric acid (3%, 20 ml), 
. bicarbonate, saline and dried over sodium sulfate. 
Concentration .under reduced pressure gives the title compound, 
25 M + H = 535. 

EXAMPLE 589 l-9H-f luoren-9-ylmethyl (2R, 3S) -3- (3-t- 

butyloxycarbonyl) amino-4- (3, 5-difluorophenyl) -2- 
hydroxybutyl (3 ' -iodobenzyl) carbamate 
30 hydrochloride (XXXIV) 

. ^.1- tert-biityl (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ (3-iodobenzyl ) amino]propylcarbamate (VII, EXAMPLE 588, 2.5 g, 
4.7 mmole) and triethylamine (0.72 ml, 5,1 mmole) in THF (10 
ml) are mixed. The reaction is cooled to 0 degrees and treated 
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with FMOC-Cl (1.2 g, 4.7 mmole) in THF (2 ml) via addition 
funnel. After 15 minutes HPLC indicates contplete disappearance 
of starting material. The reaction is diluted with ethyl 
acetate and washed with aqueous potassium bisulfate, saturated 
5 aqueous bicarbonate, saline and dried over sodium sulfate. 
Concentration under reduced pressure gives crude product which 
is purified by flash chromatography, eluting with ethyl 
acetate /hexane (20/80) followed by ethyl acetate to give the 
title compound, M + H = 757. 

10 

EXAMPLE .590 l-9H-f luoren-9-ylmethyl (2R, 3S) -3-amino-4" (3 , 5- 
dif luorophenyl ) -2 -hydroxybutyl ( 3 - 
iodobenzyl) carbamate hydrochloride (XXXV) 



15 l-9H-fluoren-9-ylmethyl (2R,3S) -3- (3-t- 

butyloxycarbonyl) amino-4- (3 , 5 -dif luorophenyl) -2- 
hydroxybutyl ( 3 ' -iodobenzyl ) carbamate hydrochloride (XXXIV, 
EXAMPLE 589, 2.9 g) in hydrochloric acid/dioxane (4N, 10 ml). 
The mixture is stirred 1 hour then slowly poured into rapidly 

20 stirring ether (200 ml) . The product is filtered and dried to 
give the title compound, M + H = 657. 

EXAMPLE 591 l-9H-f luoren-9-ylmethyl (2R, 3S) -4- (3 , 5- 

di f luorophenyl) -2 -hydroxy-3-{ [5-oxo-5-(l- 
25 piper idinyl ) pent anoyl ] amino } butyl ( 3 - ' 

iodobenzyl ) carbamate (XXXVI ) 
HOBt (81 mg, 0.6 mmole) and EDC (105 mg, .0.55 mmole) are 
added to l-carboxy-5-piperdihylglutaramide (IX, 100 mg, 0,5 
mmole) in DMF (2 ml) . The acid is activated 60 minutes then 
. 30 treated with l-9H-f luoren-9-ylmethyl (2R, 3S) -3-amino-4- (3,5- 
dif luorophenyl) -2 -hydroxybutyl (3 -iodobenzyl) carbamate 
hydrochloride (XXXV, EXAMPLE 590, 300 mg, 0.43 mmole) and NMM 
(0.19 ml, 1.72 mmole). The reaction is stirred 3 hours then 
concentrated under reduced pressure. The residue is 
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partitioned between ethyl acetate and saturated aqueous 
bicarbonate. The organic phases are washed with aqueous 
potassium bisulfate, saline, dried over sodium sulfate and 
finally concentrated under reduced pressure to give cznide 
product. Purification via flash chromatography with ethyl 
acetate /hexane (50/50) then methanol /ethyl acetate (10/90) 
gives the title compound, M + H = 838. 

. EXAMPLE 592 . 1- N~{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 

3-[ (3-iodobenzyl)amino]propyl}-5-ox6-5-(l- 
piperidinyDpentanamide trif luroacetate (X) 
1- N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 

iodobenzyl) amino]propyl} ~5-oxo-5- (l-piperidinyl)pentanamide 
trif luroacetate (XXXVI, EXAMPLE 591, 240 mg, 0.29 mmole is 
dissolved in diethylamine (10%, 9 ml) in methylene chloride. 
The reaction is stirred at 20-25 degrees overnight. The next 
morning the reaction is concentrated xmder reduced pressure and 
the residue is redissolved in methylene chloride and purified 
by preparative reverse phase HPLC. The appropriate fractions 
are pooled and concentrated under "reduced pressure and 
partitioned between ethyl acetate and saline. The organic 
phase is separated and dried over sodium sulfate and 
concentrated to give the title compound, M + H = 614. 

EXAMPLE 593 5- (Aminosulf onyl) -N^- { (IS, 2R) -l-benzyl-2- 

hydr oxy- 3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } -N^ , N- 
dipropylisophthalamide (X) 
.0- (7-Azabenzotriazol-l-yl) J»^', Jtf^'-tetramethyluronium 

hexafluorophosphate (HATU, 0.0928 g, 0.244 mmol) is added to a 
mixture of, 3- (aminosulfonyl) -5- [ (dipropylamino) - 

carbonyl] benzoic acid (XXXIX, PREPARATION 13, 0.0800 g, 0.244 
mmol) and (2R, 3S) -3-amino-l- [ ( 3 -methoxybenzyl ) -amino] -4-phenyl- 
2-butanol (VIII, EXAMPLE 175, 0.0732 g, 0.244 mmol) in dry DMF 
(3 mL) . The mixture is stirred for 18 hours. at 20-25 degrees, 
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and then partitioned between ethyl acetate and water. The 
organic phase is separated and washed with saline, dried over 
anhydrous sodium sulfate, filtered and concentrated. The 
concentrate is . column chouromatographed (silica gel; 
5 methanol/dichloromethane, 5/95) to give the title conpound, MS 
(ESI+) for C32H42N4O6S m/z (M+H)* = 611.5; HRMS (FAB) calculated 
for C32H42N4O6S +Hi = 611.2903, found = 611.2904. 

EXAMPLE 620 N^-{ (IS, 2R). -l-Benzyl-2"hydroxy-3- [ (3- 
10 methoxybenzyl) amino] propyl }.-5-ethyl^N^,N^- 

dipropylisophthalamide (X) - 

Diethyl cyanophosphonate (0.132 mL,' 0.870 mmol) is added 
to a mixture of 3 - [ (dipropylamino) carbonyl] -5-ethylben2oic 

15 acid (IX, PREPARATION 21, 0.200 g, 0.720 mmol), (2R,3S)-3- 
amino-1- [ (3-methoxybenzyl ) amino] -4-phenyl-2-butanol (VIII , 

EXAMPLE 175, 0.216 mg, 0.720 mmol), and triethylamine (0.121 
mL, 0.870 mmol) in dichlorome thane (3 mL) . The mixture was 
stirred for 1 hour at 20-25 degrees C. Dichloromethane is then 

20 removed under reduced pressure.. The residue is partitioned 
between ethyl acetate and water. The organic phase is 
•V separated and is washed with saline, dried over aiitiydrous 
sodium sulfate, filtered and concentrated. The concentrate is 
column chouromatographed (silica gel; methanol /dichloromethane, 

25 5/95) to give the title compound, MS (ESI+) for C34H45N3O4 m/z 
(M+H)* = 560.4; HOURMS (FAB) calculated for C34H45N3O4+H = 
560.3488, found = 560.3487. 

EXAMPLE 629 (IS, 2R) -l-Benzyl-2-hydroxy-3- [ (3- 

30 methoxybenzy 1) amino] propyl} -3- 

[bu tyryl (propyl ) amino ] - 5 -me thylbenzamide ( X ) 
Following the procedure of EXAMPLE 570 and making non- 
critical variations, diethyl cyanophosphonate (0.0760 mL, 0.550 
inmol) is added to a mixture of 3- [bu tyryl (propyl) amino] -5- 
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methylbenzoic acid (IX, 0.120 g, 0.460 mmol) , (2R,3S)-3-ainino- 
1- [ (3-methoxybenzyl) amino] -4-phenyl-2-butanol (VTII, 0 . 137 
0.460 mrtiol), and triethylamine (0.0760 inL, 0.550 inmol) in 
dichlorome thane (5 mL) • The mixture is stirred for 1 hour at 

. 5 20-25 degrees C. Dichlorome thane is then removed under reduced 
pressure. The residue is partitioned between ethyl acetate and 
water. The organic is separated, is washed with saline, dried 
over anhydrous sodium sulfate, filtered and concentrated. The 
concentrate is ^coliamn chroma tographed (silica gel; 

10 methanol /dichloromethane, 5/95) to give the title compound, IMR 
(400 MHz, CDCI3) 5 7.09, 4.15, 3.80, 3.79, 3.60, 3.02, 2.84, 
2.36, 1.94, 1.56, 1.49, 0.87 and 0.81;. MS (ESI+) for C33H43N3O4 
m'/z (M+H)*" = 546.3; HRMS (FAB) calculated for C33H43N3O4+H = 
546.3331, found = 546.3331. 

15 

EXAMPLE 631 N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy"3- 

[ (3-methoxybenzyl) amino] propyl }-l -propyl - IH- 
indole-6-carboxamide (X) 

20 EXAMPLE 682 N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] -2-hydroxypropyl } -5-ethynyl- 
N^,N^-dipropylisophthalamide, (M+H)" = 590- 

EXAMPLE 739 N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
25 me thoxybenzy 1 ) amino ] propyl } - 5 - ( cyanome t hy 1 ) - 

N^,N^-dipropyiisophthalamide (X) . 
Step 1. A mixture of diethyl 1, 3 , 5-benzenetricarboxylate 
(5.2 g) and borane methylsulf ide complex (6.1 g) is stirred, in 
THF (150 iriL) at 20-25 degrees C overnight. The mixture is then 
30 treated with methanol, concentrated to dryness, and 
chouromatographed (silica gel) to give diethyl 5- 
(hydroxymethyl) isophthalate. Diethyl 5- 

(hydrpxymethyl) isophthalate (3.4 g) is hydroyzed in ethanol and 
water with lithium hydroxide monohydrate (0.57 g) at 20-25 
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degrees C for 3!5 hours at which time the solvents are removed 
under reduced pressure. Water (100 mL) is added cind the 
mixture is acidified to pH = 4 with concentrated hydrochloric 
acid. The mixture is extracted with ethyl acetate and dried 
5 over magnesium sulfate, filtered, and concentrated to give 3- 
(ethoxycarbonyl ) -5- (hydroxymethyl) benzoic acid, high 
resolution MS MH+ = 225.0769. 3- (Ethoxycarbonyl) -5- 

(hydroxymethyl) benzoic acid. (2. .3 g) , EDC (3.0 g) , 1-HOBT (2.1 
g) , . diisopropylethylamine (2.7 mL) , dipropyl amine (2.8 mL) , 

10 and DMF (50 mL) are stirred at 20-25 degrees C overnight. The 
mixture is then partitioned between ethyl acetate, water, and 
saline. The organic phase is separated and dried over 
magnesixmi sulfate, filtered, and concentrated. Chromatography 
(silica gel) gives ethyl 3- [ (dipropylamino) carbonyl] -5- 

15 (hydroxymethyl yben'zoa^^^^ NMR (CDCI3) 5 0.77, 1.0, 1.4, 1.6, 
1.7, 3.2, 3.5, 4.4, 4.8, 7.6, 8.0 and 8.1. 

Step 2." A mixture of ethyl 3- [ (dipropylamino) carbonyl] -5- 
(hydroxymethyl)benzoate (1.5 g) and phosphorous, tribromide 
(0.95 mL) is stirred in dichlorom^thane (10 mL) and heated at 

20 50 degrees C for 4. hours and then cooled and partitioned 
between dichloromethane and water. The organic phase is 
separated and washed with aqueous sodium bicarbonate and theii 
dried over magnesium sulfate and taken to dryness to give ethyl 
3- (bromomethyl) -5- [ (dipropyl amino) carbonyllbenzoate, high 

25 resolution MS MH+ = 370.1020. Ethyl 3- (bromomethyl) -5- 
[ ( dipropylamino ) carbonyl ] benzoat e (1.4 g ) and sodixam cyanide 
(0.2 g) are stirred in dry DMSO (25 mL) at 20-25 degrees C for 
3.5 hours and the mixture is then partitioned between ethyl 
acetate, water and saline. The organic layer is separated and 

30 dried over magnesium sulfate and taken to dryness iinder reduced 
pressure to give ethyl 3- (cyanomethyl) -5- 

[ ( dipropylamino ) carbonyl ] benz oat e . Ethyl 3 - ( cyanome thyl ) - 5 - 
[ (dipropylamino ) carbonyl Jbenzoate (0.6 g) is hydrolyzed with 
lithixam hydroxide monohydrate (0.1 g) in ethanol and water at 
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20-25 degrees C overnight and then added to water (50 mL) . The 
pH is adjusted to 4 using concentrated hydrochloric acid and 
• the mixture is partitioned between ethyl acetate, water, and 
saline. The organic phase is separated and dried over 
5 magnesivm sulfate and taken to dryness under reduced pressure 
to give 3- (cyanomethyl) -5- [ (dipropylamino) carbonyl] benzoic 
acid, MS M+H = 287.2. 

Step 3 . A mixture of 3 - ( cyanomethyl ) -5 - . 

[ (dipropylamino) carbonyl] benzoic acid (IX, 0.13 g) , (2R,3S)-3- 
10 - ^ amino-1- [ (3-methoxybenzyl ) amino] -4-phenyl-2-butanol (VIII , 0 . 14 
g), HATU (0.17 g) , and dichloromethane (10 mL) is stirred at 40 
disgrees C overnight. After cooling, the mixture is washed with 
water and the organic phase is separated and dried over 
■'magnesium sulfate and taken to dryness under reduced pressure. 
15 Cliromatography (silica gel) gives the title compound, M + H = 
571.2 • . ' 

EXAMPLE 740 N^-{ (IS, 2R) •l-benzyl-2-hydroxy-3- [ (3- 

. me thoxybenzyl) amino] propyl} -5- (hydroxymethyl) - 
.20 N^,N^-dipropylisophthalamide (X) 

Following , the procedure of CHART P and EXAMPLE 739 and 
making non-critical variations • but. using 3- 
[ (dipropylamino ) carbonyl] -5- (hydroxymethyl) benzoic acid (IX) 
and ' ^ (2R, 3S) -3-amino-l- [ (3-methoxybenzyl) amino] -4 -phenyl -2- 
25 butanol (VIII) , the title compound is obtained, HRMS (FAB) = 
615.3571. 

EXAMPLE 741 N^-{ (1S,2R) -1 -benzyl- 2 -hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] propyl }- 5 - ethynyl -N^ , - 
30 dipropylisophthalamide (X) 

Step 1: A mixture of methyl 3-bromO"-5- 

[ (dipropylamino ) carbonyl ]benzoate (XXI, 200 mg, 0.58 mmol) , 
PdCl2(Ph3P)2 (16 mg, 0.03 mol %) and copper (I) iodide (6 mg, 
0.05 mol %)^ in triethylamine (1.2 mL) is heated to reflux. 
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(Trimethylsilyl) acetylene (100 microliter, 0.7 mmol) is added, 
and the mixture stirred for 3 hours, cooled to 20-25 degree^, 
diluted with water (20 mL) , and extracted with chloroform (3 x 
15 mL) . The combined organic extracts are washed with saline 
5 (20 mL) , dried over sodium sulfate and concentrated under 
reduced pressixre to give methyl 3- [ (dipropylamino) carbonyl] -5- 
ethynylbenzoate (XXXII, 185.5 mg) , NMR (300 MHz, CDCI3) : 5 
7.95, 7.75, 7.43, 3.74, 3.25, 2.95, 1.49, 1.34, 0.79, 0.56 and 
0.06. 

10 Step 2: To a stirred mixture of the protected methyl 3~ 

[ (dipropylamino) carbonyl] -5 -ethynylbenzoate (XXXII, Step 1, 
185.3 mg, 0.49 mmol) in methanol (2.5 mL) is added a mixture of 
potassium hydroxide (2.9 mL of a 1 M mixture in water, 2.9 
mmol) . The reaction mixture is stirred for 4 hours diluted with 

15 chloroform (40 mL) , the phases are separated and the organic 
phase is concentrated under reduced pressure to give 3- 
[ (dipropylamino) carbonyl] -5-e.thynylbenzoic acid, NMR (300 MHz, 
CDCI3) : 5 8.22, 8.05, 7.71, 3.48, 3.17, 3.16, 1.71, 1.55, 1.00 
and 0.78. 

20 Step 3: To a stirred mixture of 3- 

[ (dipropylamino) carbonyl] -5-ethynylbenzoic acid (70 mg, 0.24 
mmol) in DMF (2.5 mL) is added (2R, 3S) -3-amino-l- [ (3- 
methoxybenzyl ) amino] -4-phenyl-2-butanol dihydrochloride (VIII , 
81 mg, 0.24 mmol), HOBt (36 mg, ' 0.26 mmol) and 

25 diisopropyl ethyl amine (170 microliter, 0.96 mmol). To this 
reaction mixture is added EDC (51mg, 0.2 6 mmol) and the 
reaction mixture is stirred overnight. The reaction mixture is 
diluted with ethyl acetate (30 mL) , washed with water (3 x 50 
mL) , hydrochloric acid (1 N, 30 mL) , saturated sodium 

30 bicarbonate (30 mL) , saline (30 mL) , dried over sodium sulfate 
and concentrated under reduced pressure. Purification by flash 
chromatography (silica, ethyl acetate to methanol/chlorof orm, 
1/10) gives the title compound, IR (KBr) : 3276, 2956, 2921, 
1.610, 1450 and 1264 cm'^; ESI-MS (m/z) [M + H]* = 556. 
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EXAMPLE 742 N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

iodobenzyl ) amino] propyl } -N^ , N^-dipropyl- 5 -prop- 
1 -yny 1 i s oph thai ami de { X ) 
5 Following the general procedure of EXAMPLE 741 and making 

non-critical variations but using propyne in place of 
(trimethylsilyl) acetylene and using (2R, 3S) -3-amino-l- [ (3- 
iodobenzyl) amino] -4-phenyl-2-butanol dihydrochloride (VTII) in 
place of (2R/ 3S) -3-amino-l- 1 (3-methoxybenzyl) amino] -4-phenyl-2- 
10 butanol dihydrochloride (VTII) , the title compound is obtained, 
IR (ATR): 3305, 2930, 2872, 1613 and 1537 cm"^; ESI-MS (m/z) 
[M+H]* = 666. 

EXAMPLE 743 N^- ( (IS , 2R) -l-benzyl-2-hydroxy-3- { [3- 

15 (trifluoromethyl) benzyl] amino} propyl) -5-ethynyl- 

N^N^-dipropylisophthalamide (X) " ' 
Step 1: A mixture of tert -butyl (IS) -1- [ (2S) -oxiranyl] -2- 
phenylethylcarbamate (V, 2.3 g, 8.7 mmol) and 3- 
( trifluoromethyl )benzylamine (VI, 1.9 mL, 13.1 mmol) in 2- 

20 propanol (70 mL) is heated at reflux for 4 hours. The reaction 
mixture is cooled to 20-25 degrees and concentrated under 
reduced pressure to give tert-butyl (IS, 2R) -l-benzyl-2-hydroxy- 
3-{ [3- (trifluoromethyl)benzyl]amino}propylcarbamate (VII, 3.1 
g) as a solid, ESI-MS (m/z). [M + H]^ = 439. 

25 Step 2: A mixture of tert-butyl (IS, 2R) -l-benzyl-2- 

hydroxy-3-{ [3- ( trifluoromethyl) benzyl ] amino}propylcarbamate 
(VII, step 1, 2.5 g, 5.7 mmol) and hydrochloric acid (29 mL of 
a 4.0 M mixture in dioxane,- 114 mmol) is stirred at 20-25 
degrees. A precipitate forms and is collected by filtration, 

30 washed with ether, aind dried under reduced pressure to give 
( 2R, 3 S ) -3 -amino-4-phenyl-l- { [ 3 - ( trifluoromethyl ) benzyl ] amino } - 
2-butanol dihydrochloride (VIII, 2.13 g) , ESI-MS {m/z} [M +]* = 
339. 
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Step 3: A mixtxire of 3- [ (dipropylamino)carbonyl]-5- 
ethyIlylbenzoic acid (IX, 231 mg, 0.8 mraol) , {2R, 3S) -3-amino-4- 
phenyl-1- { [3- ( trifluoromethyl) benzyl ] amino} -2-butanol 
dihydrochloride .(VIII, Step 2, 493.5 mg, 1.2 mmol) HOBt (162 
mg, 1.2 mmol), and diisopropylethylamine (832 Micro Liter, 4.8 
mmol) is stirred in methylene chloride (4 mL) for 15 minutes 
EDC (206 mg, 1,2 mmol) is added ■ and- the reaction mixture is 
stirred overnight. The reaction mixture is diluted with water, 
and extracted with methylene chloride (3 x 25 nL) . The organic, 
phase is washed with hydrochloric acid (IN, 25. mL) , saturated 
sodium bicarbonate (25 mL) , saline dried over sodim sulfate 
and concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 100%:'^ "ethyl acetate to 
methanol /chloroform, 1/9) gives title compound, IR (ATR) : '3302, 
2963, 2932 and 1615 cm"^; MS (m/z) [M + H]* = 549. 

EXAMPLE 744 N^- { (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

iodobenzyl ) amino ] propyl } -5-ethynyl-N^ , N^- 
dipropylisophthalamide (X) . 
Following the general procedure of EXAMPLE 744 and making 
non-critical variations but using 3-iodobenzylamine 
hydrochloride salt (VI) , the title compound ..is obtained, IR 
(ATR) 3295, 2960, 2927 and 1616 cm'^ , APCI-MS (m/z) [M + H]* = 
652. 

EXAMPLE 745 N^-{ (1S,2R) -l-benzyl-3- [ (3-f luorobenzyl) amino] - 

2 -hydr oxypr opyl } - 5 - e thynyl -N^ - 

dipropylisophthalamide (X) 
Following the general procedure of EXAMPLE, 744 and making 
non-critical variations but using 3-f luorobeiizylamine (VI), the 
title compound is obtained, IR (ATR): 3217, 2961, 2918 and 1615 
cm^^; APCI-MS (m/z) [M + H]* = 544. 
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EXAMPLE 746 N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

methoxybenzyl ) aitdno] propyl } -N^ , N^-dipropyl-5- ( 8- 
guinolinyl ) isophthalainide (X) 
Step 1: A mixtxire of niethyl-3-bromo-5- 

5 [ (dipropylamino)carbonyl]benzoate (XLVIII, 200 mg, 0.58 ininol) , 
8-guinolineboronic acid (200.6 mg, 1.2 inmol) , sodiTom carbonate 
(870 Micro Liter of a 2 M mixture in water, 1,74 mmol) in 
toluene (6 mL) is degassed under reduced pressure for 15 
minutes and purged with argon. Palladium 

10 tetrakis (triphenylphosphine) - (139 mg, 0.12 mmol) is added, and 
the reaction mixture is degassed under reduced pressure for 15 
minutes and purged with* argon. The reaction mixture is heated 
at reflux overnight, cooled to 20-25 degrees C and diluted with 
chloroform. The organic phase is separated and washed with 

15 water (3 x 50 mL) , and saline, dried over sodium sulfate and 
concentrated under reduced pressure. Purification by flash 
colxamn chromatography (silica, ethyl acetate/hexanes, 1.3/1) 
gives methyl 3 - [ ( dipropy lamino ) carbonyl ] - 5 - ( 8 - 

quinolinyDbenzoate (XLIX, 176 mg) , NMR (300 MHz, CDCI3) : delta 

20 .8.91, 8.42, 8.21, 8.09, 7.95, 7.86, 7.77, 7.64, 3.94, 3.49, 
3.34, 1.64, 0.99 and 0.84. 

Step 2: To a . mixture of methyl 3- 
[ (dipropylamino) carbonyl] -5- (8-quinolinyl)benzoate (XLIX, step 
1, 175.5 mg, 0.45 mmol)' in methanol (2 mL) is added lithiiim 

25 hydroxide (32.3 mg, 1.4 mmol) and water (500 microliter). 
After stirring overnight, the reaction mixture is partitioned 
between ethyl acetate (10 mL) and water (10 mL) . The aqueous 
phase , is separated and acidified with hydrochloric acid (IN), 
and extracted with chloroform (3 x 40 mL) . The organic phase 

30 is washed with saline, dried (sodium sulfate) and concentrated 
under reduced pressure to give 3 - [ ( dipropylamino ) carbonyl ] - 5 - 
(8-quinolinyl) benzoic acid (IX - L, 130 mg) , NMR (300 MHz, 
CD3OD) □ 8.84, 8.39, 8.35, 8.05, 7.96, 7.90, 7.87, 7.79, 7.68, 
3.50, 3.37, 1.76-1.61, 0.99 and 0.84. 
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Step 3 : A mixture of 3- [ (dipropylamino) carbonyl] -5- (8- 
quinolinyl) benzoic acid (IX - L, Step 2, 130 mg, 0.35 inmol) , 
(2R, 3S) -3-amino-l- [ {3-inetho3^benzyl) amino] -4-phenyl-2-butanol 
dihydrochloride (VIII, . . 117 mg, 0.35 mmol) , HOBt (70 mg, 0.52 
rnmol) and diisopropylethylamine (241 microliter, 1.4 rnmol) in 
methylene chloride (2 mL) is stirred for 15 minutes EDC (89 
mg, 0.52 mmol) is added and the reaction mixture is stirred 
overnight. The reaction mixture is diluted with water and 
extracted with methylene chloride (3 x 25 mL) . The organic 
phase -is washed with hydrochloric acid (IN, 25 mL) , saturated 
sodium bicarbonate (25 mL) , saline, dried (sodium sulfate) , and 
conc^trated under reduced pressure. Purification by flash 
column chromatography (silica; methanol /chloroform, 1/9) gives 
the title compound, IR (NaCl) : 3301, 2916, 2355 and 1613 cm"^; 
APCI-MS (m/z) [M + H]"" .= 659. 

EXAMPLE 747 N^-{ (IS, 2R) -l-benzyl-2-hydrc^xy-y^T (3- 

methoxybenzyl ) amino ] propyl } -4 • -methoxy-N^ , N^- 
dipropyl [1, 1 ' -biphenyl] -3, 5-dicarboxamide 
hydrochloride (X) 
Step 1: A mixture of 4-methoxyphenyl boronic acid (463 mg, 
3.05 mmol ) , 3-bromo-5- [ (dipropylamino) carbonyl] benzoic acid 
(XLVTII, 1.02 g, 3.05 mmol), and potassium phosphate (1.29 g, 
6.10 mmol) in 1, 2-dimethoxyethane (10 mL) and water (5 mL) is 
degassed with argon for 15 minutes 

Bis (triphenylphosphine) palladium (II) chloride (21 mg, 0.03 
mmol) is added, the reaction mixture is degassed again with 
argon, and heated at 85 degrees C overnight. The reaction 
mixture is cooled to 20-25 degrees C, and passed through a plug 
of diatomaceous earth. 

The filtrate is acidified to pH = 4 with hydrochloric acid 
(IN) and extracted with ethyl acetate. The organic phase is 
washed with water and saline and dried (magnesium sulfate) . 
The product is purified by flash coliamn chromatography (silica 
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gel; ethyl acetate/acetic acid, 99/1) to give 5- 
[ (dipropylamino) carbonyl] -4 ' -methoxy [1, 1 • -biphenyl] -3- 
carboxylic acid (IX - L, 667 mg) , ESI-MS {m/z) [M + H]* = 356. 

Step 2 : A mixture of 5- [ { dipropylamino ) carbonyl ] -4 • - 
5 ' methoxy[l,l '-biphenyl] -3 -carboxylic acid (IX - L, step 1, 316 
mg, 0.89 mmol) , (2R, 3S) -3-amino-l- [ (3-methoxybenzyl)amino] -4- 
phenyl-2-butanol dihydrochloride (VIII, 332 mg, 0.89 iranol) , 
HOBt (181 mg, 1.34 mmol), and 2\7"-methylmorphpline (0.37 g, 3.56 
mmol) in methylene chloride (8 mL) and dimethyl formamide (2 mL) 

10 is stirred at 20-25 degrees for 15 minutes EDC (257 mg, 1.34 
mmol) is added, and the reaction mixture is stirred for 4.5 
hours. The reaction mixture is . partitioned between methylene 
chloride and water. ^ The organic phase is washed with 
hydrochloric acid (IN) , water, and saline, dried (magnesium 

15 sulfate) , and concentrated. The concentrate is dissolved in a 
minimum of methanol, treated with hydrochloric acid (3 mL of a 
1.0 M mixture in ether,- 3 mmol), and stirred for 10 minutes; 
More ether is added to precipitate the rest of the product. 
The precipitate is collected by filtration and dried in the 

20 vacuum oven at" 50 degrees C to give the title compoxmd, nrp = 
205-209 degrees C; IR (ATR) : 2964 and 1649 cm"^; APCI-MS (m/z) 
[M + H]* = 638. . 

EXAMPLE 748 N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -2-hydroxy-3- 
25 [ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , N^- 

dipropyl [1,1' -biphenyl] -3 , 5-dicarboxamide 
hydrochloride (X) 
Step. 1: A mixture of tert-butyl (IS) -2- (3, 5- 

dif luorophenyl) -1- [ (2S) -oxiranyl] ethylcarbamate (V, 500 mg, 
30 1.67 mmol) and 3 -methoxybenzyl amine (VI, 0.34g, 2.51 mmol) in 
2-propanol (3 mL) is heated at reflux overnight, allowed to 
cool to 20-25 degrees C, and concentrated xmder. reduced 
pressure. The residue is crystallized from ethyl 

acetate /hexanes and collected by filtration to afford tert- 
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butyl (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 1 (3- 

methos^benzyl) amino Jpropylcarbamate (VII, 575 mg) as a solid: 
ESI-MS {m/z): 437 [M + H]*. 

Step 2: A mixture of tert-butyl (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -2 -hy(±roxy-3- [ (3- 

methoxybenzyl) amino] propylcarbamate (VII, Step 1, 535 mg, 1.23 
mmol) in methanol (2 mL) is treated with hydrochloric acid (3.2 
mL of a 1.0 M mixture in ether, 3.2 mmol), and stirred at 20- 
25 degrees C for 30 minutes Ether is added \antil a precipitate 
formed. The precipitate is collected by filtration is 
(2R, 3S) -3-aminb-4- (3 , 5-dif luorophenyl) -1- [ (3- 
metho3^benzyl) amino] -2-butanol dihydrochloride (VIII). 

Step 3 : A mixture of 5- [ (dipropylamino) carbonyl] [1,1'- 
biphenyl]-3-carboxylic acid (IX, 188 mg, 0.56 mmol), (2R,3S)-3- 
amino-4- (3 , 5-dif luorophenyl) -1- [ (3-methoxybenzyl) amino] -2- 
butanol dihydro chloride (VIII, Step. 2, 23.0. mg, 0.56 mmol), HOBt 
(114 mg, 0.84 mmol), and W-methylmorpholine (0.23 g, 2.24 mmol) 
in methylene chloride_(6 mL.) and dimethylformamide (1 mL) is 
stirred at 20-25 degrees C for 15 minutes EDC (161 mg, 0.84 
mmol) is added .and the reaction mixture is stirred at 20-25 
degrees C overnight. The reaction mixture is washed with 
water, 1 N hydrochloric acid, water, and saline, dried (sodium 
sulfate) , and concentrated under reduced pressure to give the 
title compoxind, mp 230-233degrees C; IR (ATR) : 2965, 1651, 1596 
and 1267 cm^; ESI-MS (m/z) [M + H]* = 644. 

EXAMPLE 749 N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

methoxybenzyl ) amino ] propyl } -N^ , N^-dipropyl [1,1'- 
biphenyl]-3,5-dicarboxamide hydrochloride (X) 

Following the general procedure of EXAMPLE 748 and making 
non-critical variations but using (2R, 3S) -3-amino-l- [ (3- 
methoxybenzyl) amino] -4-phenyl-2-butanol dihydrochloride (VIII) 
in place of (2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -1- [ (3- 
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methoxybenzyDaiciino] -2-butaiiol dihydrochloride (VIII), the 
title confound is obtained, ittp = 214-219 degrees C; IR (KBr) : 
3227, 2961, 1632 and 1605 cm"^; ESI-MS {m/z) [M + H]* = 608. 
EXAMPLE -750 N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
5 me thoxybenzyl ) amino ] propyl } - 4 * - 

[ (dimethylamino) sulf onyl] -N^,N^-dipropyl-l, 1 * - 
biphenyl-3 , 5-dicarboxamide (X) 
Step 1: A flask is charged with 1,1'- 
bis (diphenylphosphino) ferrocene- dichloropaliadium 1:1 complex 

10 (37 mg, 0.05 mmol) , potassium acetate (492 mg, 4.5 mmol) emd 

bis (pinacolato)diboron (408 mg, 1.6 mmol) and is degassed xinder 
reduced pressure for 15 min and purged with argon. To this 
mixture is added a mixture of methyl-3-bromo-5- 
[ (dipropylamino) carbonyl]benzoate (XXI, 500 mg, 1.5 mmol )^dn- 

15 anhydrous dimethyl sulfoxide (9 mL) and the reaction mixture is 
.stirred at 80 degrees C for 4 hours . The reaction mixture is 
cooled to 20-25 degrees C, diluted with toluene (50 mL) , washed 
with water (3 x 150 mL) , saline, dried (magnesium sulfate), and 
concentrated \ander reduced pressure to give methyl 3- 

20 C (dipropylamino) carbonyl] -5- (4, 4, 5, 5-tetramethyl-l,3, 2- 
dioxaborolan-2-yl)ben2oate, ESI-MS {m/z) [M + H]* =390. 

Step 2: A mixture of methyl 3- [ (dipropylamino ) carbonyl] -5 - 
(4,4,5,5-tetramethyl-i;3,2-dioxaborolan-2-yl)benzoate (Step 1> - 
534 mg, 1.4 mmol), 4 -bromobenzenedimethyl- sulfonamide (363 mg, 

25 1.4 mmol), and sodiiam carbonate (2 mL of a 2 M mixture in 

water, 4.1 mmol) in toluene (10 mL) is degassed under reduced 
pressure for 15 minutes and then purged with argon. Palladium 
tetrakis (triphenylphosphine) (40 mg, 0.025 mmol) is added and 
the reaction mixture is degassed under reduced pressure for 15 

30 minutes and then purged with argon. The reaction mixture is 
heated at reflux for 4 hours, cooled to 20-25 degrees C, 
filtered through a plug of diatomaceous earth and sodium 
sulfate, and the filtrate is concentrated under reduced 
pressure. Purification by flash column chromatography (silica; 
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ethyl acetate/hexanes, 1/1) gives methyl 4'- 
[ (dimethylaitiino) sulfonyl] -5- [ (dipropylairiino) carbonyl] [1/ 1 ' - 
biphenyl] -3-carboxylate (XXXVIII), ESI-MS {m/z) [M + HJ* = 447. 

Step 3: A mixture of methyl 4 1 (dime thylamino) sulfonyl] - 
5- [ ( dipropylamino ) carbonyl ] [1,1' -biphenyl ] -3 -carboxylate 
(XXXVIII, step 2, 555 mg, 1.24 mmol) in methanol (6 mL) and 
sodium hydroxide (2 mL of a 6.0 M mixture in water, 12 mmol) 
is stirred at 20-25 degrees C for 4 hours. The reaction 
mixture is partitioned between ethyl acetate (40 mL) and water 
(40 mL) . The aqueous phase is acidified to pH = 4 with 
hydrochloric acid (IN), extracted with ether (3 x 100 mL) , and 
the combined organic phases are concentrated under reduced 
pressure to give methyl* 4 (dimethylamino) sulfonyl] -5- 
[ (dipropylamino) carbonyl] [1,1' -biphenyl]^3-carboxylic acid (IX 
- XXXIX), NMR (300 MHz, CDCI3) : 5 8.37, 8.12, 7.89; 7.80, 3.51, 
3.22, 2.76, 1.74, 1.59, 1.02 and 0.79. 

Step 4: A mixture of the acid (IX - XXXIX, ..Step 3, 150 mg, 
0.35 mmol) , (2R, 3S) -3-amino-l- [ (3-methoxyben2yl) amino] -4- 
phenyl-2-butanol dihydrocliloride (VIII, 129 mg, 0.35 mmol) HOBt 
(47 mg, 0.35. mmol), and i\r-methylmorpholine (122 DL, 1.1 mmol) 
is stirred in methylene chloride (4 mL) for 15 minutes EDC (107 
mg, 0.62 mmol) is added and the reaction mixture is stirred 
overnight. The reaction mixture is diluted with water, and 
extracted with methylene chloride (3 x 25 mL) . The organic 
phase is washed with hydrochloric acid (IN, 25 mL) , saturated 
sodium bicarbonate (25 mL) , saline, dried (sodium sulfate) , and 
concentrated under reduced pressure. Purification by flash 
column cliromatography (silica; 100% ethyl acetate to 
methanol/clxloroform, 1/9) gives the title compound, IR (ATR) : 
2932, 2837 and 1593 cm"^; APCI-MS (m/z) [M + H]* = 715. 

EXAMPLE 751 N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

iodobenzyl ) amino ] propyl } ~4 ' - ..•<-, , . 

[ (dimethylamino) sulfonyl] -N^, N^-dipropyl-1 , 1 • - 
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bipheny 1 -3,5 -di carboxamide ( X ) 

Following the general procediire of EXAMPLE 750 and making 
non-critical variations but using 2R, 3S) -3-amino-l- [ (3- 
iodobenzyl ) amino] -4-phenyl-2-butanol dihydrochloride (VIII ) , 
5 the title compoiind is obtained, IR (ATR) : 3303, 2930, 2872 and 
1614 cm~\- APCI-MS {m/z) [M + H]* = -811. 

EXAMPLE 752 N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

methoxybenzy 1 ) amino ] propyl } -N^ , -dipropyl - 5 - ( 3 - 
10 thienyDisophthalamide hydrochloride (X) 

Step 1: To an ice-cold, mixture of methyl 3-aminp-5- 
[ (dipropylamino ) carbonyl ] benzoate (XLVIII , 1.0 g, 3.60 mmol ) in 
aqueous hydrogen tetraf luoroborate (48% wt. in H2O, 12.9 mmol) 
is added a cold mixture of aqueous sodiiim nitrite (0.25 g, 3,60 
15 iiraiol) dropwise. The mixture is stirred for 10 min and then 
extracted with ethyl acetate. The organic phase is washed with 
water, dried over magnesixim sulfate, filtered, and concentrated 
under reduced pressure to give a diazonium salt which is used 
without further purification, NMR (500 MHz, CD3OD) : 5 9.26, 
20 8,86, 8.71, 4.03, 3.50, 3.22, 1.75, 1.60, 1.01 and 0.79. 

Step 2: To a mixture of thiophene-3-boronic acid (1.0 g, 
7.82 mmol) in methanol is added a concentrated aqueous, mixture 
of potassium hydrogen di fluoride 

(2.01 g, 25.8 mmol) dropwise. The reaction mixture is stirred 
25 for 10 minutes and concentrated under reduced pressure. The 
resulting solid is extracted with acetone and concentrated 
vinder reduced pressure gives crude material, which is 
recrystallized from acetone/ether to give potassium 
trifluoro( 3 -thienyl) borate salt, ESI-MS {m/z) [M + H]* =151. 
30 Step 3: A mixture of potassixam trifluoro (3 -thienyl) borate 

salt (step 2, 0.69 g, 1.82 mmol), diazonium salt from (XLVIII, 
step 1, 0.42 g, 2.19 mmol), and lead acetate (0.02 g, 0.09 
mmol) in the dark is ptirged with argon for 15 minutes. Dioxanie' 
(8 mL) is added and the reaction mixture is degassed with argon 
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and stirred at 20-25 degrees C overnight. The reaction mixture 
is diluted with ether, washed with saline, dried over magnesium 
sulfate and concentrated under reduced pressure to give methyl 
3- [ (dipropylamino) carbonyl ] -5- (3-thienyl ) benzoate (XLIX) which 
5 is purified by flash chromatography (silica;* ethyl 
acetate/hexanes, 1/1), ESI-MS (m/z) [M + H]"" = 346. 

Step 4: A mixture of methyl 3- [ (dipropylamino) carbonyl] - 5- 
(3-thienyl) benzoate (XLIX, step 3, 0.31 g, 0.88 iranol) in 
THF /methanol /sodium hydroxide (3/1/1, 5 mL) is stirred at 40 

10 degrees C for 2 hours. The reaction is cooled to 20-25 degrees 
C, diluted with water and extracted with ethyl acetate. The 
aqueous phase is acidified to pH = 4- and extracted with ethyl 
acetate. The organic phase is washed with water and saline, 
dried over magnesium sulfate and concentrated under reduced 

15 pressure to give 3 - [ ( dipropylamino) carbonyl] -5 - (3- 

thienyl) benzoic acid (IX - L), ESI-MS (m/z) [M + H]"" = 332. 

Step 5 : A mixture of 3- [ (dipropylamino) carbonyl] -5- (3- 
thienyl) benzoic acid (IX - L, step 4, 0.26 g, 0.79. mmol) , 
(2R, 3S) -3-amino-l- [ {3-methoxybenzyl) amino] -4-phenyl-2-butanol 

20 dihydrochloride (VIII, 0.26 g, 0.71 mmol), HOBt (0.16 g, 1.18 
mmol) , and triethylamine (0.44 mL, 3.15 mmol) in DMF (4 mL) is 
stirred at 20-25 degrees C for 10 minutes EDC (0.23 g, 1.18 
mmol) is added and the reaction mixture is stirred for 4 hours. 
The reaction mixture is diluted with water and extracted with 

25 ethyl acetate. The organic phase is washed- with hydrochloric 
acid (IN), water, and saline, dried over magnesi\mi sulfate and 
concentrated under reduced pressure; Recrystallization 
(methylene chloride/hexanes, 1/1) gives the title compound, mp 
= 199-201 degrees C; IR (KBr) : 3278/ 2961, 2874 and 2837 cm'\- 

30 ESI-MS im/z) [M + H]* = 614. 

EXAMPLE 753 N-{ (IR, 2R) -1- (3 , 5-dif luorobehzyl) -2-hydroxy-3- 
[ ( 3 -me thoxybenzyl ) amino ] propyl } - 3 -methyl - 5 - 
pentanoylbenzamide (X) 
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Step 1: To an ice-cold, stirred mixture of oxalyl chloride 
(733 mg, 5.77 mmol) in methylene chlorOide (5 mL) is added 3 
drops of dimethylformamide. . After 10 minutes 3- 
(inethoxycarbonyl) -5-methylbenzoic acid (LXXIII, 560 mg, 2.89 
5 mmol) is added. The reaction mixture is stirred for 1 hour and 
concentrated under reduced pressure to provide an acid chloride 
(LXXIV) , which is used without further purification. 

Step 2: To a -78 degrees C, stirred mixture of acid halide 
(LXXIV, step 1, 612 mg, 2.89 mmol) and copper (I) bromide (415. 
io mg, 2,89 mmol) in tetrahydrofuran (5 mL) is added butyl 
magnesium chloride (1.44 mL of a 2.0 M mixture in 
tetrahydrofuran, 2.89 mmol.).. The reaction mixture is warmed to 
20-25 degrees C, quenched by addition of saturated ammonium 
chloride, and diluted with ether. The organic phase is 
• 15 separated, washed with saline, dried (sodium sulfate), 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica; 
hexanes/ethyl acetate, 6.5/1) gives methyl 3-methyl~5- 
pentanoylbenzoate (LXXVT) , NMR (300 MHz, CD3OD) : 6 8.43, 8.05, 
20 3.96, 3.01, 1.77, 1.55 and 1.22. 

Step 3: A mixture of methyl 3 -methyl- 5-pentanoylbenzoate 
(UQCVI, step 2. 133 mg, O.605 mmol) in methanol (1 mL) is 
stirred with tetrahydrofuran/methanol/ sodium hydroxide (2 N) 
(3/1/1, 3 mL) for 3. days. The reaction mixture is diluted with 
25 ethyl acetate and washed with water. The aqueous phase is 
separated and acidified with hydrochloric acid (1 N) and 
extracted with methylene chloride. The organic phase is dried 
(sodium sulfate) , filtered, and concentrated iinder reduced 
pressure to give 3-methyl-5-pentanoylbenzoic acid (IX 
30 LXX7II), NMR (300 MHz, CD3OD) : 5 8.44, 8.03,. 3.10, 2.33, 1.78, 
1.64 and 1.34. 

Step 4: To a mixture of 3-methyl-5-pentanoylbenzoic acid 
(IX - LXXVII, 112 mg, 0.589 mmol), (2R, 3S) -3-amino-4- (3 , 5- 
dif luorophenyl ) -1- [ (3-methoxybenzyl) amino] -2-butanol 
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dihydrochloride {VIII, 239 mg, 0.589 itimol) , HOBt (80 mg, 0,589 
mmol) , and 2\7-methylmorpholine (250 mg, 2.47 mmol) in methylene 
chloride (3 mL) is added EDC (203 mg, 1.06 mmol) . The reaction 
mixture is stirred overnight and then partitioned between ethyl 
5 acetate and water. The organic phase is washed with 
hydrochloric acid (IN), saturated sodium bicarbonate, saline, 
dried (sodium sulfate), filtered, and concentrated under 
reduced pressure. Purification by flash column chromatography 
(silica; methylene chloride/me thanol, 12/1) gives the title 
10 compound, IR (ATR) : 3297, 2957, 1687 and 1628 cm"^; APCI-MS 
(m/z) [M + H]""^ =^539, . ^ 

EXAMPLE 754 N^- (4-hydroxybutyl) -N^-{ (IS) -2-hydroxy-l- (4- 
• hydroxybenzyl ) -3 - [ ( 3 - 

15 methoxybenzyl) amino] propyl }-5-methyl -N^- 

pr.opyli soph thai amide (X) 
Step 1: To a mixture of methyl (2S)-3-[4~ 
(benzyl oxy) phenyl ] -2 - ( tert-butoxyceirbonyl ) aminopropanoate (1.79 
g, 4.65. mmol) in a THF/methanol /water (1/2/1, 16 ml) is added 

20 lithium hydroxide (340 mg, 13.9 mmol) and the mixture stirred 
at 20-25 degrees C for 12 hours. The mixture is quenched with 
citric acid (10%) . The resulting mixture is extracted with 
ethyl . acetate (3 x 15 ml) . The combined organic extracts are 
washed three times with water, dried over sodium sulfate, 

25 filtered, and concentrated under reduced pressure to give (28)- 
* 3- [4- (benzyloxy) phenyl] -2- [ ( tert-butoxycarbonyl ) amino] propanoic 
acid which is carried on without purification. To a -78 
degrees C, stirred mixture of (2S) -3- [4- (benzyloxy ) phenyl] -2- 
[ (tert-butoxycarbonyl) amino 3 propanoic acid (10.0 g, 27.0 mmol) 

30 in THP (200 mL) is added NMM (3.20 mL, 29.0 mmol) and isobutyl 
chloroformate (3.8 mL, 29.0 mmol). The cold bath is removed, 
the reaction mixture is stirred for 1 hour, and then filtered. 
The filtrate is Icept cold and used in the next step. To an 
ice-cold, stirred mixture of ether (110 mL) and potassium 
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hydroxide (40%, 35 mL) is slowly added l-methyl-3-nitro-l- 
nitrosoguanidine (8.40 g, 57.0 ramol) . The reaction mixture is 
stirred until gas evolution ends. The organic phase is 
separated and slowly added to an ice-cold, stirred mixture of 
5 the mixed anhydride filtrate from step 2 . After the reaction 
mixture is stirred for 1 hour, nitrogen is bubbled into the 
mixture for 10 minutes The resulting mixture is concentrated 
under reduced pressure, diluted with ethyl acetate (200 mL) , 
and washed with water (100 mL) . The organic phase is washed 

10 with saturated sodium bicarbonate and saline, dried over sodiiom 
sulfate,., filtered, and concentrated under reduced pressure to 
give the diazoketone, which is carried on without purification 
or characterization. To an -ice-cold, stirred mixture of 
diazoketone in ether (100 mL) is added hydrobromous acid (48%, 

15 4 mL, 73 mmol) . The cold bath is removed, the reaction mixture 
stirred <for 30 minutes, and partitioned between ether and 
water. The organic phase separated and washed with saturated 
sodium bicarbonate and saline, dried over sodium sulfate, 
filtered, and concentrated under reduced pressure to give tert- 

20 butyl (IS) -1- [4- ( benzyl oxy) benzyl] -3-bromo-2-oxopropylcarbamate 
(IV) which is used without . further purification or 
characterization. To a -78 degrees C, stirred mixture of tert- 
butyl (IS) -1- [4- (benzyloxy) benzyl] -3 -bromo-2-oxopropylcarbamate 
(IV) in a isopropanol/THF (2/1, 150 mL) is slowly added sodium. 

25 borohydride (1.15 g, 30-0 mmol). The reaction mixture is 
stirred for 30 minutes followed by the addition of water (30 
inL) . The resulting mixture is warmed to 20-25 degrees C and 
concentrated under reduced pressure in a water bath not 
exceeding 30 degrees C. The crude residue is dissolved in 

30 ethyl acetate and washed with water and saline. The organic 
phase is dried over magnesium sulfate, filtered and 
concentrated under reduced pressure to give the bromohydrin as 
a solid. To an ice-cold, stirred mixture of bromohydrin in 
ethanol (150 mL) and ethyl acetate (100 ml) is added a 
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potassiiam hydroxyde (1 N) ethanol mixture {36 inL, 36 inmol) . 
The cold bath is removed and the reaction mixtiire is stirred 
for 30 ininutes. The resulting mixture is partitioned between 
■ ethyl acetate and water. The organic phase is separated and 
5 washed with saline, dried over magnesium sulfate, filtered, and 
concentrated under reduced pressure. Purification by flash 
chromatography (silica; hexanes/ethyl acetate, 5/1) gives tert- 
butyl ( IS ) -2 - [ 4- (benzyl o3<y) phenyl ] -1 - [ ( 2 S ) - 

oxiranyl] ethyl cairbamate (V, as a 8/1 mixture of diastereomers) , 
10 NMR (500 MHz, CDCI3) 5 7.44-7.32, 7.14, 6.93, 5.07, 4.45, 3.61,,_ 
3.00-2.60 and 1.39. 

Step 2: A mixture of 4-benzyloxybutyric acid (2.69 g, 13.8 
ramol), propylamine (0.82 g, 13.8 mmol) , HOBt (2.05 g, 15.2 
mmol) , i\r-me thy Imorpho line (1.68 g, 16.6 mmol) and EDC (2.91 g, 
15 15.2 mmol) in IMF (6 mL) is stirred at 20-25 degrees C for 18 
hours. The mixture is diluted with ethyl acetate (40 mL) and 
washed with water (10 imL) , hydrochloric acid (1 N, 10 mL) , 
saturated sodiiom bicarbonate (10 mL) , and saline (10 mL) . The 
• organic phase is separated, dried over magnesium sulfate, 
20 filtered, and concentrated under reduced pressure to provide 4- 
(benzyloxyj -N-propylbutanamide . (2 . 59 g) , APCI-MS (m/z) [M + H] * 
= 236. 

Step 3: To an ice-cold, stirred mixture of 4- (benzyl oxy) - 
N-propylbutanamide (2.59 g, 11.0 mmol) in THF (8 mL) is added 

25 lithium aluminum hydride (0.54 g, 14.3 mmol). The reaction 
mixture is heated to 40-50 degrees C for 5 hours. The cooled 
reaction mixture is quenched with water (0.5 mL) , sodium 
hydroxide (2 N, 1.0 mL) , and saline (0.5 mL) then diluted with 
ether (30 mL) . The precipitate that formed is filtered off, 

30 and the ether phase dried over magnesium sulfate, filtered, and 
concentrated under reduced pressure to give N-[4- 
(benzyloxy) butyl] -N-propylamine (2.41 g) , APCI-MS (m/z) : 222 [M 
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Step 4: A mixture of N- [4- (benzyl oxy) butyl] -N-propyl amine 
(2.31 g, 10.44 mmol), 3- (ethoxycarbonyl) -5-methylbenzoic acid 
(2.18 g, 10.44 mmol), HOBt (1.56 g, 11.49 mmol), N- 
methylmorpholine (1.37 mL, 12.52 mmol), and EDC (2.20 g, 11.49 
nmol) in DMP (12 mL) is stirred at 20-25 degrees C for 18 
hours. The reaction mixture is diluted with ethyl acetate (80 
mL) and washed with water (2 x 20 mL) , hydrochloric acid (1 N, 
20 mL) ,. . saturated sodium bicarbonate (20 mL). and saline (20 
itiL), dried over magnesium sulfate, filtered, and concentrated 
\ander reduced pressure. Purification, by flash chromatography 
(silica; hexanes/ethyl acetate, 1/1) gives ethyl 3-{[[4- 
(benzyloxy) butyl] (propyl) amino] carbonyl}-5-methylbenzoate (1.79 
.g), NMR (500 MHz, DMSO-de) : 5 7.80, 7.64, 7.40, 7.38-7.16, 
4.50-4.43, 4.34-4.29, 3.53-3.30, 3.20-3.06, 2.41-2.36, 1.70- 
1.40, 1.36-1.29, 0.94-0.84 and 0.82-0.72; APCI-MS (m/z) [M + 
Hj* = 412. 

Step .5: To a - mixture of ethyl 3-{[[4- 

(benzyloxy) butyl] (propyl)- amino] carbonyl)-5-methylbenzoate 
(1.75 g,. 4.25 mmol) in THF/ethanol /water (1/2/1, 30 mL) is 
added lithium hydroxide (0.31 g, 12.76 mmol). The reaction 
mixture is stirred for 2 h and then acidified to pH = 3 with 
concentrated hydrochloric acid (0.5 mL) . The reaction mixture 
is extracted with ethyl acetate (2 x 30 mL) , dried over 
magnesiiim sulfate, filtered, and concentrated under reduced 
pressure ■ to give 3-{ [ [4- (benzyloxy) butyl] (propyl) - 

amino ]carbonyl}- 5-methylbenzoic acid (IX, 1.63 g) , ESI-MS (m/z) 
[M + H]* = 384. 

Step 6: A mixture of tert -butyl {lS)-2-[4- 
(benzyloxy) phenyl ]-l-[(2S)-oxiranyl]ethylcarbamate (V, 1.58 g, 
4.28 mmol) and 3-methoxybenzylamine (VT, 825 microliter, 6.42 
mmol) in isopropanol (45 mL) is heated to 90 degrees C for 4 
hours. Upon cooling to 20-25 degrees C, the reaction mixture 
is concentrated under reduced pressure. Purification by flash 
chromatography (silica; methylene chloride/methanol /ammonium 
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hydroxide 98/1/1 to 95/: 4/1) gives tert -butyl (IS, 2R) -1- [4- 
(benzylo^q^) benzyl] -2-hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] propyl carbamate ( VTI , 1.97 g ) , NMR (300 
MHz, MeOH-d4): 5 7.41-6.79, 5.05, 4.33-3,33, 3.74, 3.54, 3.03- 
5 2.46 and 1.29; ESI-MS (m/z) [M + H]* = 507. 

Step 7 : tert-Butyl (IS, 2R) -1- [4 - (benzyl oxy) benzyl] -2- 
hydroxy-3- [ (3-methoxybenzyl) amino] propylcarbamate (VII, step 6, 
2.34 g, 4.62 mmol) in dioxane (10 mL) is treated with 
hydrochloric acid (12 mL of a 4.0 M mixture in dioxane, 48 

10 mmol) for 2 hours. The precipitate that forms is collected by 
filtration, washed with ether, and dried under reduced pressure 
overnight to give (2R, 3S) -3-amino-4- [4- (benzyl oxy) phenyl] -1- 
[ { 3 -methoxybenzyl ) amino ] -2 -butanol hydrochloride (VIII ) , NMR 
(300 MHz, MeOH-dtf): 5 7.44-6.96, 5.05, 4.21, 3.83, 3.65) and 

15 3.21-2.77; ESI-MS {m/z) [M + H]*" = 407. 

' Step 8:^ To an ice-cold, stirred mixture of 3-{[[4- 
(benzyloxy) butyl] (propyl) amino] carbonyl} -5-methylbenzoic acid 

(IX, 310 mg, 0.809 mmol) ,^ (2R., 3S) -3-amino-4- [4- 

(benzyloxy) phenyl] -1- [ (3 -methoxybenzyl) amino] -2-l>utanol 

20 hydrochloride (VIII, 359 mg, 0.809 mmol), and 
•bromotripyrrolidinophosphonium hexaf luorophosphate (415 mg, 
0.890 mmol) in methylene chloride (10 mL) is added 
diisopropylethylamine (285 microL, 1.62 mmol) dropwise. The 
. resulting mixture is stirred at 0 degrees C. for 30 minutes and 

25 tlien warmed to 20-25 degrees C. After 4 hours, the reaction is 
concentrated under reduced pressure and is partitioned between 
ethyl acetate and water. The aqueous phase is separated and 
extracted with ethyl acetate (3 x 15 mL) , the combined organic 
phases are dried over magnesixim sulfate, and concentrated under 

30 reduced pressure. The concentrate is purified by flash 
chromatography (silica ; methylene chloride/methanol /ammonium 
hydroxide 96/3/0.5) to give N^- { (IS, 2R) -1- [4- 

(benzyloxy ) benzyl ] -2 -hydroxy-3 - [ ( 3 -methoxybenzyl ) amino ] propyl } - 
N^- [4- (benzyloxy) butyl] -5-methyl-N^-propylisophthalamide (X) 

-247- 



wo 03/040096 




PCTAJS02/36072 



NMR (300 MHz, Acetone-de?) : 6 7.99-6.74), 5.01 4.51-4.29, 4.36, 
4.01, 3.80, 3.55-3-16, 2.98-2.82, 2.65-2.62, 2.36, 1.85-1.29, 
1.01 and 0.68; ESI-MS (m/z) [M + H]* = 772. 

Step 9. A mixture of N^-{ (1S,2R) -1- [4- (benzyloxylbenzyl] - 
5 2-hydroxy-3- [ (3-methoxybenzyl ) amino] propyl }-N^- [ 4- 

(benzyloxy) butyl ] -5-methyl-N^-propylisophthalainide (X, 100 mg,' " 
0.130 mmol) and palladium on carbon (10%, 100 mg) in absolute 
glacial acetic acid (5 mL) is shaken under an atmosphere of 
hydrogen at 35 psi for 5 hours. The resulting mixture is 

10 filtered through diatomaceous earth and washed with methanol. 
The combined filtrates are concentrated under reduced pressure. 
The concentrate is purified by flash coluumn chromatography 
(silica; gradent of dichloromethane/methanol/ammonixim hydroxide - 
97/3/0.05 to 93/7/0.05) to give the title compound: NMR (300 

15 MHz, CD3OD) : 5 7,55-6.64, 4.19, 3.99-3.72, 3.63-3.36, 3.21- 
3.09, 2.7.9-2,69, .2.39, 1.90-1.40, 1.29 and 1.02-0.6; ESI-MS 
(m/z) [M + H]"" = 592. . 

EXAMPLE 756 N^-{ (IS , 2R) -2-hydroxy-l- (4-hydroxybenzyl) -3- [ (3- 
2 0 me thoxybenzy 1 ) amino ] propyl } - 5 -me thyl -N^ , - 

dipropylisophthalamide (X) 
Step 1. To a stirred mixture of 3- [ (dipropylamino) - 
carbonyl] -5-methylbenzoic acid (IX, 150 mg, 0.570 mmol), 
(2R, 3S) -3-amino-4- [4- (benzylpxy)phenyl]-l- [ (3- '. 
25 • methoxybenzyDamino] -2-butanol hydrochloride (VIII, 274 mg, 
0.571 mmol), N, i\/'-diisopropylethylamine (400 microliter, 2.28 
mmol), and HOBt (116 mg, 0.857 mmol) in dichloromethane (10 mL) 
is added EDC (165 mg, 0.857 mmol). The resulting mixture is 
stirred at 20-25 degrees C for 16 hours. The reaction mixture 
30 is partitioned between dichloromethane and water. The acjueous 
phaise is separated and extracted with dichloromethane (3 x 15 
mL) . The combined organic phases are washed with water, dried 
(magnesiiam sulfate), and concentrated under reduced pressure. 
Purification by flash colijmn chromatography (silica; 
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dichl oromethane /methanol /ainmoniiiin hydroxide , 97/3/0.05) gives 
N^-{ ( IS, 2R)-l-[ 4- (benzyl oxy) benzyl] -2 -hydroxy-3-"[ (3- 
me thoxybenzy 1 ) amino 3 propyl } - 5 -methyl -N^ , - 
dipropylisophthalamide, ESI-MS (m/z) [M + H]*^ = 652. 
5 Step 2. A mixture of N^-{ (IS, 2R) -1- [4- (benzyloxy)benzyl] - 

2 -hydroxy- 3- [ ( 3 -me thoxybenzy 1) amino] propyl }-5-methyl-N^, N*^ - 
dipropylisophthalamide (140 mg, 0.215 mmol) and palladium on 
carbon (10%, 140 mg) in absolute glacial acetic acid (5 mL) is 
shaken under an atmosphere of hydrogen at 35 psi for 5 hours 

10 The resulting mixture is filtered through diatomaceous earth 
and washed with methanol. The combined filtrates are 
concentrated -under reduced pressure. The concentrate is 
purified by flash coliamn chromatography (silica; methylene 
chloride /methanol /ammonium hydroxide gradient from 97/3/0.05 to 

15 93/7/0.05) to give the title compound, IR (KBr) 2962, 2931, 
1611, 1594 and 1263 cm*^; ESI-MS (m/z) [M + h]"" = .562 

EXAMPLE 757 N^- ( (IS, 2R) -l-benzyl-3- { [3- (2 , 4- 

dimethylphenyl ) propyl ] amino } -2 -hydros^ropyl ) - 5- 
20 , methyl -N^,N^-dipropylisophthalamide (X) 

Step 1: A stirred mixture of tert-butyl (IS) -1- [ (2S) - 
oxiranyl] -2-phenylethylcarbamate (V, 247 mg, 0.939 mmol), 
sodium carbonate (299 mg,' 2.82 mmol), • and 3-(2,4- 
dimethylphenyl) propylamine (VI, 628 mg, 2.82 mmol) is heated at 
25 reflux overnight. The reaction mixture is cooled to 20-25 
degrees C and concentrated under reduced pressure. 
Purification by flash column chromatography (silica; methylene 
^ chloride /methanol /ammonium hydroxide, 98/2/1) gives tert-butyl 
(IS, 2R) -l-benzyl-3-{ [3- (2,4-dimethylphenyl)propyl]amino}-2- 
30- hydroxypropylcarbamate (VII), NMR (300 MHz, CD3OD) : 5 7.22- 
7.16, 3.81, 3.18, 2.77, 2.54, 2.15, 2.13, 1.89 and 1.23. 

Step 2: To a stirred mixture of tert -butyl (1S,2R)-'1- 
benzy 1 - 3- {[3-(2,4 -dimethylphenyl ) propyl ] amino } - 2 - 
hydroxypropylcarbamate (VII, 180 mg, 0.423 mmol) in dioxane (2 
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niL) is added hydrochloric acid (0.32 mL of a 4 N mixture in 
dioxane, 1.27 mmol) . The reaction mixture is stirred overnight 
and concentrated under reduced pressure to give (2R,3S)-3- 
amino-l-{ [3- (2 , 4-dimethylphenyl)propyl] amino} -4 -phenyl- 2- 
butanol hydrochloride (VIII), NMR (300 MHz, CDCI3) : 6 7.14, 
3.73, 2.70, 2.32 and 1.86. 

Step 3: To a stirred mixture of (2R, 3S) -3-amino-l-{ [3- 
(2,4 -dime thy Iphenyl ) propyl ] amino } -4 -phenyl -2 -butanol 
hydrochloride (VIII, 163 mg, 0.411 mmol), 3- 
[(dipropylamno)carbonyl]-5-methylben2oic acid (IX, 108 mg, 
0.411 mmol), HOBt (55 mg, 0.411 mmol), and W-methylmorpholine 
(133 mg, 1.32 mmol) in methylene chloride (5 mL) is added EDC 
(142 mg, 0.740 mmol). The reaction mixture is stirred 
overnight and then partitioned between ethyl acetate and water. 
The organic phase is washed with hydrochloric acid (1 N) , 
saturated sodiiim bicarbonate, saline, dried (sodixam sulfate) , 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica; methylene 
chloride/methanol/ammonixjm hydroxide, 95/5/1) gives the title 
compound, IR (ATR) : 3299, 2930 and 1614 cm'S- APCI-MS (m/z) [M 
+ H]* = 572, 

EXAMPLE 765 •n3-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

methoxybenzyl ) amino ] propyl } -4-methyl-Nl , n1- 
dipropylisophthalamide (X) 
3-Bromo-4-methylbenzoic acid (10.94 g, 43.25 mmol), 
copper (I) cyanide (7.75 g, 86.5 mmol) and "i-methyl-2- 
pyrrolidinone (75 ml) are heated to 160 degrees C overnight. 
The mixttire is cooled and vacuum distilled to give a residue 
which is stirred in hydrochloric acid (6N, 60 ml) for 10 
minutes. The resulting solid is collected by filtration, 
washed with water, ether, and dried. The solid is heated to 90 
degrees C in sodium hydroxide {2N, 250 ml) for 3 hours and the 
mixture is then cooled and stirred overnight at 20-25 degrees 
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C. The reaction is acidified to about pH 3 with concentrated 
hydrochloric acid which gives a precipitate. The solids are 
collected filtration and washed with water, then triturated 
in boiling water, filtered- and dried in a vacuum oven at 60 
degrees C. The solid is dissolved in methanol (75 ml) and 
concentrated hydrochloric acid (5 ml) is added and the mixture 
is refluxed overnight. The mixture then is cooled and 
concentrated under reduced pressure. Chromatography, (silica 
gel; methanol /methylene chloride, 8/92) gives 5- 
(methoxycarbonyl)-2-methylbenzoic acid. 

To 5-(methoxycarbonyl)-2-methylbenzoic acid (250 mg,_1..3.. 
iranol) and triethylamine (0.72 ml, 5.2 mmol) in methylene 
chloride (14 ml) is added diethylcyanopyrocarbonate (90%, 0.24 
ml, 1.4 mmol) with stirring. After 1 minute, (2R, 3S) -3-amino~ 
l- [ {3-methoxybenzyl ) amino]' -4 -phenyl -2 -but anol dihydrochloride 
(VIII, 485 mg, 1.3 mmol) is added and the .reaction is stirred 
overnight. The mixture is concentrated followed by 

chromatography (silica gel; methanol /methylene chloride 8/92) 
to af ford 3 - [ ( { (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 

methoxybenzyl ) amino ] propyl } amino ) carbonyl ] -4-methylbenzoat e . 

3-[ ({ (lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl ) amino ] propyl } amino ) carbonyl ] - 4 -methylbenz oat e 
(200 mg, 0,42 mmol) is treated with lithium hydroxide (39 mg, 
0.96 mmol) in tetrahydrofuran/methanol /water (2/1/1, 2 ml), and 
the mixture stirred overnight at 20-25 degrees C. The mixture 
is decanted and the supernatant concentrated * to give' 3- 
[ { { (IS, 2R) -l-benzyl-2-hydroxy-3- [ .(3-methoxybenzyl) amino] propyl} 
amino) carbonyl] -4 -me thy Ibenzoic acid. 

3 - [ ( { (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } amino ) carbonyl ] -4-methylbenzoic 

acid (124 mg, .0.27 mmol) is dissolved in triethylamine (0.07 
ml, 0.54 mmol) and methylene chloride (3 ml) and treated with 
diethylcyanopyrocarbonate (90%, 0.06 "ml, 0732 mmol) with 
stirring for 2 minutes.. Dipropylamine (0.04 ml, 0.32 mmol) is 
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added and stirring continued overnight. The organic phase is 
diluted, with methylene chloride and washed with saturated 
sodi\xm bicarbonate (2 X 50 ml) and saline (50 ml) then dried 
over anhydrous sodiiim sulfate, filtered and concentrated. 
5 Chromatography (silica gel ; methanol /methylene chloride, 8/92) 
gives the title compound, MS [M+H]+ = 546.3. 

EXAMPLE 766 N-{ (IS, 2R) «l-ben2yl-2-hydroxy-3- [ (3- 

methoxybenzyl) amino] propyl} -3- (2-furyl) -5- 

10 methylbenzamide (X) 

N-{ (lR,2R)-l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -3-brbmo-5 -methylbenzamide (X, 
EXAMLE 761, 295 mg, 0.59 ramol) , 2-furanylboronic acid (133 mg, 
1.19 mmol) and sodiiim carbonate (366 mg, 2.95 inmol) are 

15 combined in dime thy Iformamide (5 ml) and sparged under a flow 
of nitrogen for 15 minutes. Tetralcis ( triphenylphosphino) 
palladium (136 mg, 0.12 mmol) is added and the mixture heated 
to 100 degrees C overnight. The mixture is cooled to 20-25 
degrees . diluted with chloroform (50 ml) and extracted with 

20 water (3 x 100 ml). The organic phase. is separated and washed 
with saturated sodivim bicarbonate (2 x 100 ml) and saline (100 
ml), dried over anhydrous sodium sulfate, filtered, and 
concentrated under reduced pressuei The residue is 
chouromatogra;phed (silica gel; me tlianol /methylene chloride, 

25 8/92) to give the title coitpound, MS [M+H]+ = 485.3. 

EXAMPLE 792 2-Butylcyclopropylamine hydrochloride (VI) 

. A solution of triethylphosphonoacetate (22.4 g, 0.1 
mol) in 13 mL of diglyme is added to a mixture of 13 mL of 
30 diglyme and sodium hydride (60%, 5.7 g, 0.12 mol) in mineral 
oil... When hydrogen evolution ceased, 1, 2-epoxyhexane (12 g, 
0.12 mol) in diglyme (12 mL) is added. The mixture is 
stirred for 1 day at .25 .degrees C. and 3 hours at 140 degrees 
C. A mixture of sodium hydroxide (15 g in 25 mL of water) 
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is added in the cold. The mixture is reflxixed 15 hours, 
diluted with cold water (100 mL) , and washed with ether (3 x 
50 mL) . Acidification' to pH = 2 with sulfuric acid (25%), 
extraction with ether (5 x 25 mL) , drying the ether over 
5 anhydrous sodium sulfate, filtration and concentration gives 
2-butylcyclopropanecarboxylic acid. The acid {5.0 g, 0.035 
romol) in dichloromethane (15 mL) is heated with thionyl 
chloride (5.1 g, 3.1 mL) for 15 hours at 60 degrees C. The 
reaction mixture is distilled (76 degrees C- 80 degrees C) 

10 to give the acid chloride which is dissolved in acetone (15 
mL), cooled to -10 degrees C and treated with sodixim azide 
(2.2 g, 33.8 mmol) in water (5 mL) . The reaction mixture is 
stirred at -10 degrees C for another 1 hour and then poured 
onto ice/water, extracted with ether (3x10 mL) , dried, and 

15 cautiously evaporated to dryness at 20-25 degrees C under 
.reduced pressure. The residue is dissolved in toluene (15 
mL) and carefully warmed to 100 degrees C while vigorously 
stirring for 1 hour. Concentrated hydrochloric acid (7 mL) 
is added and .the reaction mixture is refluxed for 15 

20 minutes. The acidic layer-. is- evaporated to dryness to give 
the title coiipound, MH* = 114.2. . . 

EXAMPLE 793 2-Aminomethyl-3-methylfuran (VT) 

3-Methylfuroic acid (4.0 g, 32 ramol) is. dissolved in 

25 DMF (10 mL) at 20-25 degrees C, and 1 , 1-carbonyldiimidazole 
(5.7 g, 35 mmol) is added. After 15 minutes, ammonia is 
bubbled into the mixture for approximately 2 minutes. This 
mixture is stirred at 20-25 degrees C for 2 hours then the 
mixture is concentrated under reduced pressure. The residue 

30 is partitioned between ethyl acetate and 10% aqueous citric 
acid. The layers are separated, and the aqueous layer 
extracted with additional ethyl acetate (2 x) . The combined 
organic phases are washed with saturated sodi\im bicarbonate, 
then saline and dried over magnesium sulfate, filtered and 
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concentrated. Crystals formed upon standing, which are 
isolated by filtration and washing with a small amount of 
ethyl acetate/hexanes (80/20), MS(ESr): MH+: 126.1. 3- 
Methylfuroic amide (317 mg, 2.5 mmol) is dissolved in dry 
THF (5 mL) . Lithium aluminum hydride (230 mg, 6.0 mmol) is 
added in one portion, and the mixture heated to reflux 
overnight. The mixture is cooled to 0 degrees C, and 
quenched by addition of THF/water (50/50). The mixture is 
then diluted with THF, and filtered through diatomaceous 
earth. The filtrate is concentrated to give the title 
conpound, MS (ESI): (M-H) + : 109.1. 

EXAMPLE 7944-Aminomethyl-3,5-dimethylisoxazole (VI) 

4-Chloromethyl-3, 5-dimethylisoxazole (700 mg, 4.8 mmol) 
is suspended in concentrated aqueous ammonia at 20-25 
degrees C, and vigorously stirred overnight. The reaction 
mixture is extracted with isopropyl alcohol /chloroform 
(10/90, 2 x) . The combined organic phases are concentrated 
under nitrogen flow.. The residue ' is ' purified by flash 
chromatography methanol /methylene chloride (5-20%, 1% 
triethylamine) to give the title compound, MR (CDCI3, 300 
MHz) deltas. 62, 2.37, 2.29, and 1.44. 

EXAMPLE 795 5-Hydroxymethyl-2- (2-methylpropyl) thiazole 

(VI) 

Isovalerothioamide is synthesized according to the 
procedure in J. Med. Chem. 41, 602-617 (1998). 
Isovaleramide (10 g, 9.9 mmol) is suspended in dry ether 
(400 mL) , then phosphorous (V) sulfide (4.4 g, 0.99 mmol) is 
added in portions. This is vigorously stirred at 20-25 
degrees C for 2 hours, then filtered. The filtrate is 
concentrated under reduced pessure and the residue used 
without further purification: MS (ESI): MH+: 118.1. 
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Isovalerothioamide {6.0 g, 51 inmol) and ethyl 
forrrylchloroacetate (Heterocycles 32 (4), 693-701, (1991), 
5.0 g, 33 mnol) are dissolved in dry DMF (20 mL) , and heated 
to 95 degrees C for 4 hours. The reaction is subsequently 
5 cooled to 0 degrees C, and cold water (50 inL) is added. The 
mixture is basified to pH = 8 with solid sodixom bicarbonate, 
then extracted with ether (3 x 35 mL) . The combined organic 
extracts are washed with water, then saline and dried over 
magnesixom sulfate, filtered, and concentrated. The residue 

10 is purified by flash chromatography (ethyl acetate /hexanes 
4-10% elution) to give the desired product. NMR. (CDCI3, 300 
MHz) 8 8.27, 4.45-4.30, 3.70-3.50, 3.00-2.80, 2.30-2.10, 
1.40-1.20, and 1.10-0.90. 

A solution of ethyl 2- (2-methylpropyl) thiazole-5- 

15 carboxylate (2.05 g, 9.6 mmol) in THF (10 mL) is added 
dropwise with stirring to a suspension of lithium aluminum - 
hydride (730 mg, 19 itmol) in dry THF (50 mL) at 0 degrees C. 
Upon complete addition, the reaction mixture is allowed to 
stir at 20-25 degrees C. The reaction mixture is cooled to 

20 0 degrees C, and water (0.75 mL) , aqueous sodium hydroxide 
(15%, 0.75 mL) , and water ' (2 .25 mL) is added in succession. 
This mixture is stirred at 0 degrees C for 1 hour, then . 
filtered through diatomaceous earth, (THF and chloroform) . 
The filtrate' is' coricefitrated to give 5-hydroxymethyl-2- (2- 

25 methylpropyl) thiazole, MS(ESI) : MH+: 172.1. 

EXAMPLE 796 3- (2-Methylpropyl) -5-aminomethylisoxa2ole (VI) 

Isovaleraldehyde (5.4 mL, 50 mmol) and hydroxylamine 
hydrochloride (3.5 g, 50.4 mmol) are vigorously stirred in 
30 water (6 mL) . To this is added a solution of sodiiun carbonate 
(2.65 g, 25 mmol) in water (15 mL) . This is vigorously stirred 
overnight. The mixture is extracted with ether. The organic 
layer is washed with water, then dried over sodium sulfate, 
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filtered and concentrated. This is used in subsequent reactions 
without further purification: MS (ESI) : MH+: 102.1. 

Propargylamine (8.0 mL, 117 irnnol) is dissolved in 
methylene chloride (60 mL) , and di-tert-butyl dicarbonate (25 
g, 114 mmol) is added. This is stirred overnight, and 
concentrated to provide the BOC -protected propargylamine, which 
is used without further purification: MS (ESI): MNa+: 178.0. 

BOC -propargylamine (6.2 g, 39.7 mmol) and isovaleroxime 
(3.97 g, 39.3 mmol) is dissolved in methylene chloride (60 mL) , 
and triethylamine (0.55 mL, 3.95 mmol) is added. This is cooled 
to 0 degrees C, and bleach (5% aqueous solution, 59.1 g) is 
added dropwise with vigorous stirring. After addition is 
complete, the mixture is allowed to warm to 20-25 degrees C 
over 22 hours. The layers are separated, and the aqueous layer 
is extracted with methylene chloride (2 x) . The combined 
organic extracts are washed with saline, dried over magnesium 
sulfate, filtered and concentrated. The residue is purified by 
chromatography (silica gel, ethyl acetate/hexanes 5-10%) to 
give the BOC -protected title compound, MS (ESI): MH+: 255.3. 

BOC-protected 3- (2-methylpropyl ) -S-aminomethylisoxazole 
(2.4 g, 9.3 mmol) is dissolved in methylene chloride (10 mL) 
and treated with trif liioroacetic acid (10 mL) at 20-25 degrees 
C. This is stirred at 20-25 degrees C for 70 minutes, then 
concentrated. The product is dissolved in methylene chloride, 
and washed with aqueous potassixim carbonate (1 M) until basic 
(pH = 11) . The organic layer is isolated, dried over sodium 
sulfate, filtered and concentrated to give the title compound: 
MS(ESI): MH+: 155,2, 

EXAMPLE 797 tert -butyl (3R) -2-oxo-l-propylazepanylcarbamate 
(VI) 

To N-t-Boc-D-Lys-OH (10 g, 41.4ramole) in DMF (4 liters) is 
added benzotriazol-lyloxytripyrrolidino-phosphonium 
hexafluorophosphate (BOP, 18.3 g, 41.4mmole) and sodium 
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bicarbonate (17.4 g, 206.8rnmole) ; the reaction is stirred at 
20-25 degrees C for 12 hours. The reaction is then 

concentrated to 50 ml volume and diluted with ethyl acetate and 
washed with sodium bicarbonate 3x, water, IM potassium 
bisulfate and brine, dried and concentrated. Purification by 
chromatography on silica gel afforded 5.05 g of the tert-butyl 
(3R)-2-oxoazepanylcarbamate as a solid; the procedure eirployed 
is similar to that described in J.Med. Chem. 1999, 4193. - m+H- 
(t-Boc) (m/e=129.2), M+Na (m/e=251.1). 

To the above lactam (2 g, 8.77mmole) in dry THP (20 ml) is 
added n-butyl lithium /hexane (2.5 M, 5.3 ml, 13.2 mmole ) at - 
78 degrees C, the reaction is . stirred for 1 hour and 1- 
bromopropane (3.2 ml, 35.1 mmole) is added. The reaction is 
stirred for 1 hour and the cold bath removed and stirring 
continued for another 16 hours. Tetrabutylammonium iodide 
(0.49 g, 2.63inmole) is added and the reaction, stirred for 
another 16 hours. The. reaction is partitioned . between ethyl 
acetate/hydrochloric acid + ice + water, the mixture is washed 
with water and saline and concentrated. Purification by 
chromatography on silica gel afforded the title compound, MS 
(M+Na+) 293,3. 

EXAMPLE 798 N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethynylbenzyl) amino] -2-hydroxypropyl}-5-methyl- 
n3 , n3 -dipropylisophthalamide (X) 
Following the procedure described in J". Am. Chem . Soc. 
1986, 3150, the trifluoroacetic acid salt of n1-{ (ls,2R)-l- 
(3 , 5-dif luorobenzyl).-2-hydroxy-3- [ (3-iodobenzyl) amino ] propyl }- 
5-methyl-N3,N3-dipropylisophthalamide (92.9 mg, 0.117 iranoD is 
dissolved in triethylamine (0.2 .M, 0.6 mL) before the addition : 
of. PdCl2(PPh3)2 (3.3 mg, 0.005 mmol), and copper (I) iodide (1.1 
mg, 0.006 mmol). The. reaction is heated to reflux. While the 
reaction is refluxing, trimethylsilylacetylene (0.02 ml, 0.14 
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nunol) is added via syringe. The reaction is refluxed for 3 hour 
under Na (g) , and the reaction cooled to 20-25 degrees C before 
partitioning between aqueous sodium bicarbonate and ethyl 
acetate. The product is extracted with ethyl acetate (3 x), 
washed with saline, dried over sodium sulfate4, and filtered 
before the removal of solvent under reduced pressure. 

The TMS protected acetylene (0.117 mmol) is dissolved in 
methanol (0.2 M, 0.5 mL) before the addition of . potassium 
hydroxide (IM, 0.7 mL, 0.7 mmol). The reaction is stirred at 
'•20-25 degrees C for 6 hours, at which point the mixture is 
partitioned between sodium bicarbonate and ethyl acetate. The 
product is. extracted with ethyl acetate (3 x) , washed with 
saline, dried over sodium sulfate, and filtered before the 
.removal ..of solvent under reduced pressure. Column 
chromatography (silica gel; 1.5-2 % isopropanol/ chloroform 
under basic conditions; a few drops of ammonium hydroxide per 
100 mL of elution solyacit) gives the title compound, MS m/z 
(M+H)* = 576.3. _ 

EXAMPLE 799 1-phenylcyclopropylamine (VI) 
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Following the procedure described in N.w. Werner et.al., 
J. Org. Syn. Coll. Vol. 5, 273-276, sodium azide (0.915g, 14.1 
iranol) is slowly added to a solution of 1-phenyl- 
cyclopropanecarboxlic acid (1.0 g, 6.1 mmol) in concentrated 
sulfuric acid (5 ml) and dichloromethane (10 ml). The sodium 
sulfate precipitated out of solution. The reaction mixture is 
heated to 50 degrees C for 17 hours and then cooled to 0 
degrees C. The mixture is basified to pH = 11 with sodium 
hydroxide (IN) and extracted with dichloromethane (2 x) . The 
organic layers " are combined, dried oyer sodium sulfate, 
filtered and concentrated. The residue is purified by 
chromatography (silica gel; isopropyl alcohol/chloroform/ 
ammonium . hydroxide 4/95/1) to give" the title compound, MS 
(ESI+) for CgHiiN m/z (M+H)* = 134. 

EXAMPLE 800 7-methoxy-l ,2,3, 4-tetrahydro-l-naphthalenamine 
(VI) 

7-Methoxy-l-tetralone (2.0 g, 11.3 mmol),. hydroxylamine 
hydrochloride (1.56 g, 22.6 mmol) and sodium acetate (1.8g, 
22.6 mmol) are suspended in ethanol/water (3/1, 40 mL) . The 
"^^'^!^f® .A®:^®^*^®^^.9r .45 min. at 100 degrees C. The mixture is 
allowed to cool overnight and the precipitate obtained is 
filtered and washed with water to yield an intermediate oxime, 
MS (ES) (M+H): 192.1. The oxime is dissolved in glacial acetic 
acid (25 ml) and palladium/ carbon (500 mg) is added and the 
mixture hydrogenated under 50 psi at 20-25 degrees C overnight. 
The catalyst is filtered over diatomaceous earth and washed 
with methanol. The combined filtrates are concentrated. The 
concentrate is triturated with ether to give the title 
compound, MS (CI) (M+H)*: 178.2. 

Examples 1208-1214 and 1226 
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1,208 N^- ( tert-butyl ) -N^- { ( IS , 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl} -5- 
me thy 1 i s oph thai ami de 

1, 209 5-bromo-N^- (tert-butyl) -N^-i (IS, 2R) -1- (3,5- 

5 difluorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } isophthalamide 

1.210 3-tert-butoxy-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl ) 
3 - [ O-ethylbenzyl) amino] -2-hydroxypropyl}benzamide 

1.211 3"tert-butoxy-N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) 
10 3- 1 (3-ethylbenzyl) amino] -2-hydroxypropyl} -5-methylbenzamide 

1.212 N- { ( IS , 2R ) -1 - ( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 - 

{ [ ( tr if luoromethyl) sulfonyl] amino }benzamide 

1.213 N- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
15 ethylbenzyDamino] -2-hydroxypropyl }-3- 
( trif luoromethoxy ) benzamide 

1.214 N-{ (lS,2R)-l-(3,5-difluorobenzyi)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-methyl-5- 

( trif luoromethoxy ) benzamide 
20 1,226 N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-5- (4-methyl-l, 3-oxazol-2- 
. yl.)-N^,N^-dipropyl isophthalamide (M+H)"^ = 647.5 
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The compounds in the table immediately below were 
prepared essentially using the methods described above and 
illustrated below in the schemes. 

Compounds in this application were named using Chemdraw 
5 Ultra version 6.0.2, which is available through 
Cambridgesof t .cOr 100 Cambridge Park Drive, Cambridge, -MA 
02140, Namepro version 5.09, which is available from ACD labs, 
9 0 Adelaide Street West, Toronto, Ontario, M5H, 3V9, Canada, 
or were derived from names generated using those programs . 



1260 


N-[l- (3, 5-Difluoro-benzyl) -2-hydrpxy~3- (1- 
isobutylcarbamoyl-3 -methylsulfanyl -propylamine ) - 
propyl] -5-methyl-N' ,N* -dipropyl-isophthalamide 


1261 


o ° A • 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (1-ethylcarbamoyl- 
e thylamino ) -2 -hydroxy-propyl ] - 5 -methyl -N ' , N • - 
dipr opy 1 - i s oph t ha 1 ami de 


1262 


F 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino ) -2 -hydroxy-propyl ] -N * - 
dimethylcarbamoylmethyl-5 , N ' -dimethyl- 
is oph thai ami de 
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/ 0 NH 

F 
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N- [1- (3 , 5-Dif luoro-benzyl) -2-hydroxy-3- (1- 

me thylcarbamoyl -3 -me thylsul f any 1 -propyl amino ) - 

propyl] -5-methyl-N' ,N' -dipropyl-isophthalamide 




J kJI " OH " 0 
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N- [3- (1-Benzylcarbamoyl-ethylamino) -1- (3,5- 
di f luoro-benzyl ) - 2 -hydroxy-propyl ] - 5 -methyl - 
N' ,N* -dipropyl-isophthalamide 




F 0 OH 

F 1 II H 1 M 1 1 
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N-{ [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl- 

benzyl amino ) -2 -hydroxy-propyl carbamoyl] -methyl }- 

3 -tri f luorome thyl-benzamide 


1266 


N-{ [1-^ (3, 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino ) -2 -hydroxy-propyl carbamoyl ] -methyl } - 
4 - tri f luor omethyl -benzamide 




0 H QH H ff^ 

. „MJ^ " 8; 


1267 


. ^-Q 

3 , 4-Dichloro-N- { [1- (3 , 5 -dif luoro-benzyl) -3- (3- 

ethyl -benzyl amino) -2 -hydroxy-propyl carbamoyl] - 

methyl 

} -benzamide 
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F 


1268 


[3- (l--Carbamoyl-3-inethYl-butylaiTiino) -1- (3, 5- 
difluoro -benzyl ) -2 --hydroxy-propyl ] -5-methyl- 
N • , N ' -dipropyl-isophthalaitiide 




- 0 
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N-{ [l-(3, 5-Difluoro-benzyl) -3- (3-ethyl- 
benzylamino) - 2 -hydrosqy-propyl carbamoyl] -methyl }- 
4 -me thoxy-ben z ami de 
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r 

N-{ [1- (3 , 5-Difluoro-benzyl) -3- { 3 -ethyl- 
benzylamino) -2 -hydroxy-propyl carbamoyl] -methyl }- 
2 , 6-dif luoro-benzamide 




O O 7 ^ 




r 
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N- [3 - (1 -Carbamoyl -ethyl amino) -1- (3, 5-dif luoro- 
benzyl) -2 -hydroxy-propyl] -5-methyl-N' ,N' - 
dipropyl-isophthalamide 






1272 


P 

N-{ [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propylcarbamoyl ] -methyl } - 
2 , 6-dimethoxy-benzamide 
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1273 


F 

benzylamino) -2-hydroxy-propylcarbainoyl] - 
methylsulf anyl}-N- (4-oxazol-5-yl -phenyl ) - 
acetamide 


1274 


F 

benzylamino) -2-hydroxy-propylcarbaitioyl] - 
methyl sulfanyl } -N- ( 5-methyl-isoxazol-3 -yl ) - 
acetamide 


1275 


F 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyi- 
benzylamino ) -2 -hydroxy-propyl] -4- 
methanesul f onyl -benzenesul f onainide 


1276 


ft A 

0 0 I u 

OH 

2-Cyano-N- [1- (3 , 5-difluoro -benzyl) -3- (3-ethyl- 
benzyl amino ) -2 -hydroxy-propyl] - 
benz ene su 1 f onami de 


1277 


T 

2-Chloro-N- [1- (3 , 5-difluoro -benzyl) -3- { 3 -ethyl - 
benzylamino) -2 -hydro3cy-propyl] -4- 
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t r i f luor ome thoxy-benz enesul f onami de 


1278 


F 

2-Chloro-N- [1- (3 , 5-dif luoro-benzyl) -3- {3-ethyl- 
benzylaiaino) -2 -hydroxy-propyl] -6-inethyl- 
benzenesul f onamide 


1279 


F 

CI 

5-Chloro-N- [1- (3 , 5-dif luoro-benzyl ) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2-methoxy- 
benzenesulf onamide 
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2-Chloro-4-cyano-N- [1- (3 , 5-dif luoro-benzyl) -3- 
(3-ethyl-ben2ylaInino) -2 -hydroxy-propyl] - 
benzenesul f onamide 
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N- [1- (3, S-Difluoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -2- 
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-265- 



wo 03/040096 




PCTAIS02/36072 





benzylamino ) - 2 -hydroxy-propyl sulfamoyl] -benzoic 
acid 
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6-Chloro-pyridine-3 -sulfonic acid [1- (3 , 5- 
dif luoro-behzyl) -3- (3-ethyl-benzylainino) -2- 
hydr oxy-propyl ] 
-amide 
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N- [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2, 5-bis- (2,2,2- 
trifluoro-ethoxy)-benzenesulfonainide . . 
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Pyridine-3 -sulfonic acid [1- (3 , 5-dif luoro- 
benzyl ) -3 - ( 3 -ethyl -benzylamino ) -2 -hydroxy- 
propyl] -amide 
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N-{2-Chloro-4- [1- (3 , 5 -difluoro -benzyl) -3- (3- 
ethyl -benzylamino) -2 -hydroxy-propyl sul famoyl ] - 
phenyl ) - 
acetamide 
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N- [1- (3, 5-Difluoro-benzyl) -3- (3-ethyl- ' 
benzylamino) -2-hydro3cy-propyl] -2- 
tri f luoromethoxy-benzenesul f onamide 


1288 


... p 

N-{5- [1- (3, 5-Difluoro-benzyl) -3- {3-ethyl- 
benzylamino) -2-hydroxy-propylsulf amoyl] - 
thiophen-2 -ylmethyl } -benzamide 
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5 -Chloro^3 -methyl -benzo [b] thiophene-2 -sulfonic 
acid [1- (3, 5-difluoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -amide 
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N-{5- [1- (3 , 5-Dif luoro-benzyl) -3-- ( 3 -ethyl- 
benzylamino) -2-hydroxy-propylsulf amoyl] -4- 
methyl-thiazol-2-yl)-acetamide 


1291 


4-Chloro-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] - 
benz ene sul f onami de 
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3-Chloro-N-[l- (3, 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] - 
benzenesulfonamide 
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N- [1- (3 , S-Difluoro-benzyl.) .-2-hydroxy-3 - (3- 
methoxy-benzylaItdno ) -propyl ] -2-trif luoromethyl- 
benzenesulfonamlde 
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6-Chloro-pyridine-3 -sulfonic ^cid [l-(3,5- 
dif luoro-benzyl) -2-hydroxy-3- (3-methoxy- 
benzylamino ) -propyl ] -amide 
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Pyridine-3 -sulfonic acid [1- (3 , 5-difluoro- 
benzyl) -2-hydroxy-3- (3-iaethoxy-benzylainino) - 
propyl ] -amide 
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N- [1- (3 , 5-Dif luoro-benzyl) -2-hydroxy-3- (3- 
methoxy-benzylamino) -propyl] -2-methanesulfonyl- 
benzenesul f onamide 
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3 , 5-Dichloro-N- [1- (3 , 5-dif luoro-benzyl) -2- 
hydroxy-3 - { 3 -methoxy-benzylaitdno ) -propyl ] - 
ben z enesu 1 f onami de 
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1, 2-Dimethyl-lH-iiaidazole-4-sulfonic acid [1- 
( 3 , 5-dif luoro-benzyl ) -2-hydroxy-3 - ( 3 -methoxy- 
benzylamino) -propyl] -aihide 
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N- [ 1- ( 3 , 5-Dif luoro-benzyl ) -2 -hydroxy-3 - ( 3 - 
methoxy-benzylamino) -propyl] -3 , 4-diinethoxy- 
benzenesul f onami de 
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2" (2 , 2 , 2-Trif luoro-acetyl ) -1 , 2 , 3 , 4-tetrahydro- 
isoquinoline-7-sulfonic acid [1- (3 , 5-dif luoro- 
benzyl) -2 -hydroxy- 3- (3 -methoxy-benzylamino) - 
propyl] -amide 
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5-Chloro-3-methyl-benzo [b] thiophene-2 -sulfonic 
acid [1- (3 , 5-dif luoro-benzyl) -2-hydroxY-3- (3- 
methoxy-benzylamino) -propyl] -amide 
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3- {4- [1- (3, 5-Diflubro-benzyl) -2-hydroxy-3-(3- 
methoxy-benzylamino) -propylsulf amoyl] -phenyl) - 
propionic acid methyl ester 
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3-ChlorO"N- [1- (3 , 5-dif luoro-benzyl) -2-hydroxy-3- 
(3-Inethoxy~benzylamino) -propyl] - 
benzenesulfonamide 
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3-Cyano-N- [1- (3 , 5-dif luoro-benzyl) -2-hydroxy-3- 
( 3 -me thoxy-benzyl amino ) -propyl] - 
benzenesulfonamide 
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Butane-l-sulfonic acid [1- (3, 5-difluoro-benzyl) - 
2 -hydroxy- 3 - ( 3 -methoxy-benzylamino ) -propyl ] - 
amide 
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N-{1- (3 , 5-Difluoro -benzyl) -2 -hydroxy- 3- [ (l- 
methanesulf onyl-piperidin-4-ylmethyl) -amino] - 
propyl } -5-methyl-N \ N • -dipropyl-isophthalamide 
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N- [3-Benzenesulf onylaitiino-1- (3 , 5-dif luoro- 
benzyl) -2-hydroxy-propyl] -5-methyl-N' ,N' - 
dipropyl-isophthalairiide 
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N- [1- (3 , 5-Dif luoro -benzyl) -2 -hydroxy- 3- (3- 
methoxy-benzoylamino) -propyl] -S-methyl-N' ,N' - 
dipropyl -i sophthalamide 
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4- (3 , 5-Dif luoro-phenyl) -3- (2 , 5 -dimethyl -4 -nitr o- 
2H-pyrazol-3-ylamino) -1- (3-inethoxy-benzylamino) - 
butan-2-ol 
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3- (2-Amino-7H-purin-6-ylamino) -4- (3 , 5-dif luoro- 
phenyl) -1- {3-methoxy-benzylainino) -butan-2-ol 
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3- (4-Chloro-pyrimidin-2-ylamino) -4- (3,5- 
dif luoro-phenyl ) -1- ( 3 -me thoxy-benzyl amino ) - 
butan-2-ol 



-271- 



wo 03/040096 


A A PCT/US02/36072 




F 

OH 


. 1312 


3- (2-Atnino-6-methyl-pyrimidin-4-ylamino)-4- (3, 5- 
dif luoro-phenyl) -1- O-methbxy-benzylamino) - 
butan-2-ol 
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3- (2-Chloro-"6-methyl-pyrimidin-4-ylainino) -4- 

(3 , 5 -dif luoro-phenyl) -1- (S-methoxy-benzylainino) - 

butan-2-ol 
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3- (2-Aniino-6-chloro-pyrimidin-4-ylaitiino) -4- (3,5- 
dif luoro-phenyl) -1- (3-methoxy-benzylamino) - 
butan-2-ol 
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4- (3 , 5 -Dif luoro-phenyl) -1- (3-inethoxy- 
benzylamino) -3- (l-phenyl-lH-tetrazol-5-ylamino) - 
butan-2-ol 
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3- (2-ChlQro-7H-purin-6-ylaiTiino) -4- (3 , 5-dif luoro- 
phenyl) -1- (3-methoxy-^ben2ylainino) -butan-2-ol 
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4- (3 , 5 -Difluoro -phenyl) -1- (3-inethoxy- 
benzylamino) -3- [9 - (tetrahydro-pyraxa-2-yl) -9H- 
purin-6-ylamino] -'butan'-2-ol 
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methoxy-benzylamino) -propylamino] -pyrazine-2- 
carbonitrile 
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4- (3, 5-Difluoro-phenyl) -3- (4, 6-dimethoxy- 
[1,3, 5] triazin-2-ylainino) -1- (3-methoxy- 
ben^ylam^^ 
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3- (Benzothiazol-2-ylainino) -4- (3 , 5-dif luoro- 
phenyl) -1- (3-methoxy-benzYlamino) -butan-2-ol 
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4- (3, S-Difluoro-phenyl) -1- {3-methoxy- 
benzylamino) -3- {2-phenyl-quinolin-4-ylainino) - 

butan-2-ol • 
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6- [1- (3 , 5-Dif luoro-benzyl ) -2-hydro3cy--3- (3- 
methoxy-benzyl amino) -propylamino] - 
ni CO t inoni t r i 1 e 
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2- [1- (3 , 5-Difluoro-benzyl) "2~hydroxy-3- (3- 
methoxy-benzylamino) -propylamino] -nicotinic acid 
ethyl ester 
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benzylamino) -3- (3-methyl-5-nitro-3H-iinida2ol-4- 
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3- {Benzooxazol-2-ylamino) -4- (3 , 5-dif luoro- 
phenyl) -1- {3-methoxy-benzylamino) -butan-2-ol 
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4- (3 , 5-Dif luoro-phenyl) -1- (3-methoxy- 
benzylamino) -3- (quinolin-4-ylainino) -butan-2-ol 
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4- (3 , 5-Dif luoro-phenyl) -3- {5-ethyl-pyrimidin-2- 
ylaInino) -1- (3-metho3;y-benzylainino) -butan-2-ol 
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4 - (3 , 5-Dif luoro-phenyl) -1- (3-inethoxy- 
benzyl amino) -3- {4-trif luoroIaethyl-pyrimidih-2- 
ylamino) -butan-2-ol 
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3- ( 6-Chloro-2-methylsulf anyl-5-phenyl-pyrimidin- 

4- ylainino) -4- (3 , 5-dif luoro-phenyl) -1- {3-methoxy- 
benzylainino) -butan-2-ol 
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3- (3-Chloro-quinoxalin-2-ylainino) -4- (3,5- 
dif luoro-phenyl) -1- (3-inethoxy-benzylamino) - 
butan-2-ol 


1333 


4- (3/ 5-Dif luoro-phenyl) -1- (3-methoxy- 
benzylaniino) -3- (8-t'rif luoromethyl-guinolin-4- 
ylamino) -butan-2-ol 
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3- ( 6-Chloro-2 , 5-diphenyl-pyrimidin"4-ylainino) -4- 
(3 , 5"dif luoro-phenyl) -1- (S-methoxy-benzylamino) - 
butaii-2-ol 
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3- (3-Chloro-pyrazin-2~ylainino) -4- (3, 5-dif luoro- 
phenyl) -1- (3-methoxy-benzylamino) -butan-2-ol 
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4- (3 , 5-Difluoro-phenyl) -1- {3-methoxy- 
benzylamino) -3- (5-trif luoromethyl-pyridin-2- 
ylamino ) -butan-2 -ol 
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4 - (3 , 5-Dif luoro-phenyl) -1- (3-methoxy-' 
benzylamino) -3- (quinolin-2-ylamino) -butan-2-ol 
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3 - (6-ChlorO"pyrazin-2-ylainino) -4- (3 , 5-dif luoro- 
phenyl) -1- (3-methoxy-benzylaitiino) "butan-2-ol 
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4- (3 , 5-Dif luoro-phenyl) -1- (3-methoxy- 
benzylamino) -3- (3-nitro-pyridin-2-ylainino) - 
butan-2-ol. 
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4 - (3 , 5-Dif luoro-phenyl) -1- (3-methoxy- 
benzylamino) -3- (pyrimidin-2-ylamino) -butan-2-ol 
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benzylamino) -3- (2-phenyl-guinazolin-4-ylamino) - 
butan-2-ol 
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3- (4, 6-Diamino-[l,3, 5] triazin-2-ylamino) -4- (3/5^ 
difluoro -phenyl) -1- (S-methoxy-benzylainino) - 
butan-2-ol 
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N- { 1" ( 3 , 5-Dif luoro-benzyl ) -2 -hydroxy- 3 - [ 3 - ( 3 - 
hydroxymethyl-piperidine-l-carbonyl ) - 
phenylamino ] -propyl } - 5 -methyl -N ' , N ' -dipropyl - 
i s ophthal ami de 
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N- [3- { 3 -Cyclohexyl-1 -phenyl -propyl amino) -1- (3 , 5- 
dif luoro-beiizyl ) -2 -hydroxy-propyl] -5-methyl- 
N N ' -dipropyl -isophthalamide . 
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hydrazino] -2 -hydroxy-propyl } -amide 
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2-Methanesulfonylamino-oxazole-4-carboxylic acid 
{l-benzyl-S- [N-ethyl-N' - (4 -methyl -pent anoyl) - 
hydrazine ] -2 -hydroxy-propyl } -amide 
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2-Methanesulfonylamino-oxazole-4-carboxylic acid 
[3- (N* -acetyl -N-ethyl-hydrazino) :-l-benzyl-2- 
, hydroxy-propyl ] -amide 
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2-Methanesulfonylamino-oxazole-4-carboxylic acid 
[37 (N' -benzoyl -N-ethyl-hydrazmo) -l-benzyl-2- 
hydroxy-propyl] -amide 
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hydrazine] -2 -hydroxy-propyl } -amide 
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2-Methanesulf onylaniino-thiazole-4-carboxylic 
acid [3- (N' -acetyl -N-ethyl-hydrazino) -l-benzyl-- 
2 -hydroxy-propyl] -amide 
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N-{l-Benzyl-3- [N-ethyl-N- - ( 3 -ethyl -benzoyl ) - 
hydrazino] -2 -hydroxy-propyl} -2- [4- (2-oxo- 
pyrrolidin-l-yl) -phenyl] -acetamide 
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hydrazine] -2 -hydroxy-propyl} - 2- [4 - (2-oxo- 
pyrrolidin-l-yl) -phenyl] -acetamide 
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N- [3- (N' -Acetyl -N-ethyl-hydrazino) -l-benzyl-2- 
hydr oxy-propyl ] -2- [4- (2-oxo-pyrrolidin-l-yl) - 
phenyl ] -acetamide 
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N- [3- (N' -Benzoyl -N-ethyl-hydrazino) - 1 -benzyl -2- 
hydroxy-propyl] -2- [4- (2-oxo-pyrrolidin-l-yl) - 
phenyl] -acetamide 
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N-{l~Benzyl-3--[N-ethyl-N' - ( 3 -ethyl -benzoyl ) - 
hydraz ino ] -2 -hydroxy -propyl } -3 -hydr oxy-4 - 
(pyrrolidine-l-carbonyl ) -benzamide 


1356 


N- { l-Benzyl-3- [N-ethyl-N ' - ( 4 -methyl -pent anoyl ) - 
hydrazine ] -2 -hydroxy -propyl } -3 -hydroxy-4- 
(pyrrolidine-l-carbonyl) -benzamide 
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N- [3 - (N* -Acetyl -N-ethyl -hydrazine) -l-benzyl-2- 
hydroxy-propyl] -3-hydroxy-4- (pyrrolidine-l- 
carbonyl) -benzamide 
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5-Acetylamino-N-^ [1- (3 , 5-dif luoro-benzyl) -3- (3- 
ethyl -benzylamino) -2 -hydroxy-propyl] -2-hydroxy- 
benzamlde 
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2- (2, 5-Dimethyl-pyrrpl-l-yl) -thiophene-3- 
carbbxylic acid [1- (3 , 5 -difluoro -benzyl) -3- (3- 
ethyl-benzylamino) -2 -hydroxy-propyl] -amide 
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4-Phenyl- [1,2 , 3] thiadiazole-5-carboxylic acid 
[1- (3 , 5-dif luoro-benzvl) -3- (3-ethvl- 
benzylamino) -2 -hydroxy-propyl] -amide 
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N- [1- (3 , 5-Dif luoro-benzyl ) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2 - (2 , 6 -dimethyl - 
phenoxy) -propionamide 








HO^J 
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4 -Ace tyl amino- 1 -methyl - iH-pyrrol e - 2 " carboxyl i c 
acid [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylairdno) -2 -hydroxy-propyl] -amide 
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2-Ethyl-5-thiophen-2-yr-2H-pyra2ole-3-carboxylic 
acid tl- (3, 5-dif luoro-benzyl) -3- (3 -ethyl- 
benzyl amino) -2 -hydroxy-propyl] -amide 
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6 -Methyl -4 -oxo-l -phenyl -1 , 4-dihydro-pyridazine- 
3-carboxylic acid [1- (3 , 5-dif luoro-benzyl) -3- (3 - 
ethyl-benzylamino) -2 -hydroxy-propyl] -amide 
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4-Methyl-2-phenyl-oxa2ole-5-carboxylic acid [1- 
(3 , 5-dif luoro-benzyl) -3- (3 -ethyl-benzylamino) -2- 
hydr oxy-propyl ] -amide 
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N-[l- (3, 5-Difluoro-benzyl) -3- {3-ethyl- 
benzylamino ) -2 -hydroxy-propyl ] -2 -pyr idin-3 -yl- 
benzamide 
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2-p-Tolyl-thiazole-4-carboxylic acid [l-(3,5- 
dif luoro^benzyl) -3- (3 -ethyl-benzyl amino) -2- 
hydroxy-propyl ] -amide . 
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2-Phenoxymethyl-thiazole-4-carboxylic acid [1- 
(3, 5-difluoro-benzyl) -3- (3 -ethyl -benzylamino) -2- 
hydroxy-propyl] -amide 
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HO 
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[1, 2, 5]Thiadiazole-3-carboxylic acid [l-(3,5- 
difluoro -benzyl) -3- ( 3 -ethyl -benzylamino) -2- 
hydxoxy -propyl ] -amide 
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2"-in-Tolyl-thiazole-4-carboxylic acid [1~(3,5- 
difluoro -benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-pr opyl ] - amide 
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2- (2-Chloro-phenyl) -thia20le-4-carbo3^1ic acid 
[ 1- ( 3 , 5-dif luoro-benzyl ) -3 - ( 3 -ethyl- 
benzylamino ) -2 -hydroxy-propyl ) -amide 
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N- [1- (3, 5 -Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -3-phenyl-2- 
tetrazol-l-yl-propionamide 
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b]pyridine"2-carboxylic acid [1- (3 , 5-dif luoro- 




benzyl) -3- O-ethyl-benzylamino) -2 -hydroxy- 
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2 -Propyl- tetrahydro-pyraii-4-carboxylic acid [1- 




(3 , 5 -difluoro -benzyl) -3- ( 3 -e thy 1 -benzyl amino ) -2- 
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hydroxy-pr opyl ] -amide 
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5-p-Tolyl-3 , 4-dihydro-2H^pyrazole-3-carboxylic 




acid tl- (3, 5-difluoro-benzyl) -3- (3-ethyl- 
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2 -Acetylamino- 5 -chloro- thi ophener 3 -carboxylic 
acid [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy -propyl] -amide 
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4- ( 4-Methoxy-phenyl ) - thiophene-2 -carboxylic acid 
[1- (3 , 5-difluoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -amide 
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N-[l- (3, 5-Dif luoro-benzyl) ^3- {3-ethyl- - 
benzylamino) -2 -hydroxy-propyl] -N* - (2-fluoro-5- 
methanesulf onyl-phenyl ) -succinamide 




1- r4-Fluoro-phenyl) -5-methyl-lH-.[l, 2 , 4] triazole- 
3-carboxylic acid [1- (3, 5-dif luoro-benzyl) -3- (3- 
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ethyl -benzylamino) -2 -hydroxy-propyl] -amide 








HO^J 








o /o Aril 

s 


1364 


N- (2-Acetyl-thiophen-3-yl) -N' - [1- (3 , 5-dif luor.o- 
benzyl) -3- (3-ethyl-benzylainino) -2 -hydroxy- 
propyl ] -succinamide 




F CI 

F. 


1365 


6-Chloro-4-trif luor ome thy 1 -pyr idine - 2 - carboxy 1 i c 
acid [1- (3 , 5-dif luoro-benzyl) -3- (3'-ethyl- 
benzylamino ) -2 -hydroxy-propyl ]. -amide 




OH 


1366 


F 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2- (5, 7-dimethyl- 
[1,2,4] triazolo [1, 5-a]pyriinidin-2-yl) -acetamide 



-288- 
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-• 

1367 


HO T 

N- (1-Cyclopropyl-ethyl) -N' - [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2-"hydroxy- 
propyl ] -N-phenyl-succinainide 


1368 


OH 

f\0 \ ^OH 

N- [1- (3, 5-Difluoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2- (3 , 4-dimethoxy- 
.phenylsulf anyl) -acetaitiide 


1369 


1 -Me thy 1 - 5 - oxo - 2 -pyr i din- 3 -y 1 -pyr r o 1 i dine - 3 - 
carboxylic acid [1- (3 , 5-dif luoro-benzyl) -3- (3- 
ethyl -benzyl amino) -2 -hydroxy-propyl] -amide 



-289- 
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1370 


4-Methoxy-thiophene-3-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydr oxy-propyl ] -amide 


• 


:■ - o ^^' 


1371 


2 , 5-Dimethyl-l-pyridin-4-ylniethyl-lH-pyrrole-3- 
carboxylic acid [1- (3 , 5-dif luoro-benzyl) -3- (3- 
ethyl-benzylaInino) -2 -hydroxy-propyl] -amide 






1372 


F 

2 -Methyl - 5 - thiophen- 2 -yl - fur an- 3 - carbpxyl ic acid 
[1- (3 , 5-difluoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -amide 




O OH ftf^ 


1373 


4- (4 -Benzyl- [1, 4]diazepan-l-yl) -N- [1- (3 , 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydr oxy-propyl ] - 4 - oxo -bu tyrami de 


-290- 
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1374 




2- (Benzo [1,2,5] thiadiazol-4-yloxy) -N- [1- (3, 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylainino) -2- 
hydro3{y-propyl] -acetainide . 




1375 



3-Chloro-5-phenyl-isothiazole-4-carboxylic acid 
[1- (3, 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino ) -2 -hydroxy-propyl] -amide 




1376 



N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino ) -2 -hydroxy-propyl] -5-phenylethynyl- 
nicotinamide " " " 




1377 



4, 7-Dimethoxy-benzofuran'-5-carboxylic acid [1- 
(3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -amide 



-291- 



wo 03/040096 



PCTAJS02/36072 



1378 




N- [ 1- ( 3 5-Dif luoro-benzyl ) -3 - { 3-ethyl- . 
benzylamino) -2-hydro3iy-propyl] -3-morpholin-4- 
ylmethyl -benzamide 



1379 




2,2-Dimethyl-4-oxo-:chroinan-6-carboxylic acid [1- 
(3 , 5-dif luoro-benzyl) -3 - (3 -ethyl -benzylamino) -2- 
hydroxy-propyl] -amide . ... 



1380 




[1, 6]Naphthyridine-2-carboxylic acid [l-(3,5- 
dif luoro-benzyl) - 3- (3-ethyl -benzylamino) -2- 
hydroxy-propyl ] -amide 




1381 



8-Cyano-4-hydroxy-quinoline-3-carboxylic acid 
[1- (3, 5-dif luoro-benzyl) -3- (3-ethyl- 



-292- 
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benzylamino) -2 -hydroxy-propyl] -amide 


1382 


0 l^. 

F 

2-Pyridin-3-yl-thia2ole-4-carboxylic acid [1- 
(3 , 5-difluoro-benzyl) -3- (3 -ethyl -benzylamino) -2- 
hydroxy-propyl] -amide 


1383 


F ^NH 

5-Chloro-benzofuran-2~carboxylic acid [l-O^.S- 
difluoro-benzyl) -3 - (3-ethyl -benzylamino) -2- 
hydroxy-propyl] -amide 


1384 


4-Dibenzofuran-2-yl-N- [1- (3 # 5-difluoro-benzyl ) - 
3- (3 -ethyl -benzylamino) -2-hydro3^-propyl] -4-oxo- 
butyramide 



-293- 
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1385 





HN 


Ljr\ 


1 






0 




6, 










N-{ [1- (3, 5-Dif luoro-benzyl) -3- ( 3 -ethyl - 
benzylamino ) -2 -hydroxy -propylcarbamoyl ] -methyl } ■ 
nicotinamide 



1386 




4-tert-Butyl-N-{ [1- (3 , 5-dif luoro-benzyl) -3- (3- 
ethyl -benzylamino) -2 -hydro3{y-propyl carbamoyl] ■ 
methyl } -benzamide 



1387 




4-Chloro-N- { [1- (3 , 5-dif luoro-benzyl) -3- (i3-ethyl- 
benzylamino) -2-hydroxy-propylcarbamoyl] -methyl) - 
benzamide 



1388 
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4-Chloro-6-methyl-quinoline-2-carboxylic acid 
[ 1- { 3 , 5 -dif luoro-benzyl ) -3 - ( 3 -ethyl - 
benzylamlno) -2 -hydroxy-propyl] -amide 






X J O J7 


F ■ ' • 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-e.thyl- 
benzylamino) -2-hydroxy-propyl] -2- (2 , 4-dihydroxy- 








' MYi F 




A 


L390 


2~Methyl-pyrirtiidine-5-carboxylic acid [1- (3, 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] - amide 








^NH F 

N- [1- (3 , 5-Difluoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -4-piperidin-l-yl- 
behz amide 


1391 
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^NH F 




^. 






1392 


ethyl -benzylamino) -2 -hydroxy-propyl] -benzamide 
















^NH F 








N- ri- (3 . 5-Dif luoro-benzvl) -3- f 3-ethvl- 




V^^S^n 7\7l aTYlT Tiri^ — 9 — V|\7Ht'OW— T^TTM^vT 1 — A «— TnCki^VlOW/'- 


1393 


benzamide 


















1394 


hydroxy-propyl ] - ami de 


" 














T 

F . 




1 TT— TtiHoI S — nai^tjovvl "i n ar*! fl — f*^ r^n "FT imT^i^- 




benzyl) -3- (3 -ethyl -benzylamino) -2-hydroxy- 


1395 


propyl] -amide 
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CI 

\ / 




MM ^ 

F J 








nn 






1396 


6-ChlorO"lH-indole-2-carboxylic acid [1- (3 , 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylainino) -2- 
hydroxy-propyl ] -amide 






......... . 

1397 


F 

2- (4-Chloro-2-oxo-benzothia2ol-3-yl) -N- [1- (3 , 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] -acetamide 








HO ^/ 




H / 

DM. 




.... 

1398 


F 

Thiophene-3-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylainino) -2-hydroxy- 
propyl] -amide . . 
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1399 


HO - 
F 

2-Methyl-oxazole-4-carboxylic acid [l-(3,5- 
difluoro -benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy -propyl] -amide 


1400 


OH f:*=^ 
F 

N- [1- (3 , 5-Dif luoro-benzylj -3- (3-eth.yl- 
benzylaitiino) -2 -hydroxy-propyl] -2- (l-oxy-pyridin- 
3 -yl ) -ace tamide 


1401 


N- [1- (3 , 5-Difluoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2 -hydrpxy-2- 
pheny 1 - 2 - thiophen- 2 -yl - ace tamide 



-298- 
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1402 




6 -Hydroxy- 2 -methyl sul f anyl -pyr imidine- 4 - 
carboxylic acid [1- (3 , 5-dif luoro-benzyl ) -3- ( 3- 
ethyl -benzylamino ) -2 -hydroxy-propyl ] -amide 



1403 




2, 5-Dimethyl-furan-3 -carboxylic acid [l-(3,5- 
difluoro-benzyl) -3- (3-ethyl -benzylamino) -2- 
hydroxy-propyl ] -amide 



1404 




N- [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -nicotinamide 




1405 



N- [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl- 
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benzylamino) -2 -hydroxy-propyl] -4- (3-methoxy- 
phenyl) -4-oxo-butyramide 


1406 


4-Acetyl-N- [1- (3, B-difluoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -benz amide 


1407 


\_ 

H « . 

N-[l- (3,5-Difluoro-benzyl) -3- (3-ethyl- 
benzyl amino) -2-hydroxy-propyl] -4-hydroxy-3, 5- 
dimethoxy-benzamide 


1408 


F 

Furan-2-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl ) -3 - ( 3 -ethyl-benzylainino ) -2 -hydroxy- 
propyl] -amide 
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1409 


N- [1- (3 , 5-Dif luoro-benzyl ) -3- (3 -ethyl- 
benzylamino) -2 -hydroxy-propyl] -2- (1, 3 -dimethyl - 
2 , 6-dioxo-l ,2,3, 6-tetrahydro-purin-7-yl) - 
acetamide 








° f^OH 

MH F 


1410 


4-Acetylamino-N- [1- (3 , 5-dif luoro-benzyl) -3- (3- 
ethyl-benzylamino) -2 -hydroxy-propyl] -2 , 6- 
dimethyl-benzamide 






1411 


F 

N- [1- (3, 5-Difluoro-benzyl) -3- ( 3 -ethyl - 
benzylamino) -2-hydroxy-propyl] -2-thiophen-2-yl- 
aceta^lide 








^NH F 

A 


1412 


N- [1- (3 , 5-Dif luoro-benzyl) -3^ (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -4-oxo-4-phenyl- 
butyramide 
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1413 


F 

lH-Indole~3-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) - 3- (3 -ethyl -benzyl amino) -2 -hydroxy- 
propyl ] -amide 




N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -3- (1, 3-dioxo-l, 3- 
dihydro-isoindol-2-yl ) -propionamide 


1414 








HN-^ 
HO / 

A. J 






•1415 


3-Benzo [1 , 3] dioxol-5-yl-N- [1- (3 , 5-dif luoro- 
benzyl) -3- {3-ethyl-benzylamino) -2-hydroxy- 
propyl ] -propionamide 




^iMn F 

A 


1416 


N- [1- (3, 5-Dif luoro-benzyl) -3- {3-ethyl- 
benzylamino) -2-hydroxy-propyl] -4-inorpholin-4-yl- 



-302- 
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4 -oxO"butyramide 



1417 




[2,3 ' ]Bithiophenyl-5-carboxylic acid [1- (3,5- 
difluoro-benzyl) -3- O-ethyl-benzylamino) -2- 
hydr oxy-propyl ] - amide 



1418 




5-Methoxy-thiophene^2-carboxylic acid [l-(3,5- 
difluoro-benzyl) -3- (3-ethyl-benzylainino) -2- 
hydroxy-propyl] -amide 




1419 



4-Phenyl-thiophene-2-carboxylic acid [l-{3,5- 

difluoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] -amide 



-303- 
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1420 


y 

2-{5-Benzo[l,3]dioxol-5-yl-tetrazol-2-yl)-N- [l- 
(3, 5-difluoro-benzyl) -3- O-ethyl-benzylamino) -2- 
hydroxy-propyl] -acetamide 


1421 


2- (Benzothiazol-2-ylmethoxy) -N- 11- (3 , 5-difluoro- 
benzyl ) -3 - ( 3 -ethyl -benzylamino ) -2 -hydroaqr- 
propyl] -acetamide | 


1422 


F 

Pyrrolidine- 1, 2 -dicarboxylic acid l-{ [1- (3 , 5-.. .. . 
difluoro-benzyl) -3- (3 -ethyl -benzylamino) -2- 
hydroxy-propyl] -amide} 2-phenylamide 


1 1423 1 : 


ft 

F ^NH 

benzylamino ) -2 -hydroxy-propyl ] -3 - ( 6-ethoxy-lH- 
benzoimidazol-2 -yl ) -propionamide | 
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1424 




N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2- (3-methyl-2- 
oxo-2,3-dihydro-benzoimida2ol-l-yl) -acetamide 



1425 




2-0x0-2 , 3-dihydro-benzooxazole-6-carboxylic acid 
[1- (3 , 5-d-if luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -amide 



1426 




Thieno[3,2-c]pyridine-2-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylaitiino) -2- 
hydroay-propyl] -amide 



1427 




l-Methyl-lH-indole-3-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -amide 



-305- 
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Benzo[b] thiophene-3-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylainino) -2- 
hydroxy-propyl] -amide 



1429 




4-Oxy-3-propyl-pyrazine-2-carboxylic acid [1- 
(3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -amide 



1430 




1,1,3 -Trioxo-2 , 3 -dihydro-lH-116- 
benzo[d] isothiazole-6-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydro3y-propyl] -amide 



1431 




-306- 



wo 03/040096 ^ ^ PCTAIS02O6072 





N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2- (7-hydro:v'-5- 
methyl- [1,2,4] triazolo [1, 5-a]pyriinidin-2- 
ylsulfanyl) -acetamide 




OH 


1432 


2 -Hydro3^-6-methyl-qua.nolxne-4-carboxylic acid 
[ 1- ( 3 , 5 -di f luoro-benzyl ) -3 - ( 3 -ethyl - 
benzylamino) -2-hydroxy-propyl] -amide 






1433 


N- [1- (3 , 5 -Dif luoro-benzyl) -3- ( 3 -ethyl - 
benzylamino ) -2 -hyciroxy-propyl ] -2 - ( 2 -methyl -2 , 3 - 
dihydro-benzof uran-5-yl ) -propionamide 






1434 


3 - ( Benzooxazol -2 -yl sul f ariyi ) -N- [ 1 - ( 3 , 5 -di f luoro- 
benzyl ) -3 - ( 3 -ethyl -benzylamino) -2-hydroxy- 
propyl] -propionamide 




M H r « ill 


1435 


i\ L J- \ "J / J-'-L j-xuoro-oenzyx ^ — 0- ( j-ethyl- 
benzylamino) -2-hydroxy-propyl] -2- (5-o-tolyl- 
tetrazol-2 -yl ) -acetamide 



-307- 
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■ 

1436 


F 

2 -Chloro-N- [ 1 - ( 3 , 5 -di f luoro-benzyl ) - 3 - ( 3 -ethyl - 
benzylamino) -2 -hydroxy-propyl] -4-tetrazol-l-yl- 
benz amide 


1437 


^ , 

N- (4-tert-Butyl-thiazol-2-yl) -N'- [1- (3 5- 
dif luoro-benzyl) -3- (3 -ethyl -benzylamino) -2- 
hydroxy-propyl] -succinamide 


1438 


HO 

N- (5-Cyclopropyl- [1, 3, 4] thiadiazol-2-yl) -N- - [1- 
(3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylainino) -2 



-308- 
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hydroxy-propyl] -succinamide 








o JL y 

\J ^^^^ V>s^ 




^NH F 






1439 


^ unj.oro-pnenoxy; -jm- ii- ( j , 5-air luoro-benzyl) - 
3- (3-ethyl-benzylainino) -2 -hydroxy-propyl ] - 
propionamide 




1^ .. ... ... •• . - 




°|^ohV 






^NH F 

A 


1440 


N- [1- (3 ^ S-Dif luoro-benzvl) -3- (3-ethvl- 
benzylamino) -2 -hydroxy-propyl] -3- (pyridin-4- 
ylmethylsulfanyl) -benzamide 



-309- 
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The coiapouinds in the table immediately below were 
prepared essentially using the methods described above and 
illustrated below in the schemes. 

The following conpoiinds were named using the Advanced 
5 Chemistry Development Inc. (ACD) nomenclature program, lUPAC 
Name Batch Version 4.5. The website for ACD is 

www. acdlabs . com. 





Contpoiind Name (lUPAC Name) 


1441 


N^-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylben2yl) amino] -5i-hydroxypropyl}-5-{ [ (2- 
hydroxyethyl ) amino ] sul f onyl } -N^ , N^- 
dipr opy 1 i s ophtha 1 ami de 


1442 


N^- ( (1S,2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy- 
3-{ I (2-isobutyl-l,3-thiazol-5- 
yl ) me thyl ] amino } propyl ) - 5 -e thynyl -n' , - 
dipr opy 1 i s oph thai ami de 


1443 


N-'-C (1S,2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy- 
3 - [ { 3 - i sopropylbenzyl ) amino ] propyl } - 5- 
ethynyl-N^ , N^-dipropylisophthalamide 


1444 


{1S,2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-. 
3 - [ ( 3 - i sopropylbenzyl ) amino ] propyl } - 5 - ( 1 , 3 - 
oxazol-2 -yl ) -N^ , N^-dipropylisophthalamide 


1445 


N-'-{ (1S,2R) -l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino 1 -2 -hvdroxvDroovl 1 - 5 - f r f 2 - 
hydroxy-l , 1 -dimethyl ethyl ) amino] sul f onyl} - 
, N^-dipropylisophthalamide 


1446 


N'*'-{ (IS, 2R) -1- (3 , 5-dif luorobenzvl) -3- r n- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 - ( 4 - 
methyl- 1 , 3 -oxa2ol-2 -yl } -N^ , N^- 
dipropylisophthalamide 


1447 


N-"- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3-{ [ {2-isobutyl-l,3-thiazol-5- 
yl ) methyl] amino} propyl ) -5- (1 , 3-oxa2ol-2-yl ) - 
, N^-dipropylisophthalamide 


1448 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl}- 5- { [ (3- 
hydr oxypropy 1 ) amino ] sul f ony 1 } -N^ , - 
dipropylisophthalamide 


1449 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3 - [ ( 3 -propylbenzy 1 ) amino ] propyl } - 5 -methyl - 
, N^-dipropylisophthalamide 


1451 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethynylbenzyl ) amino ] -2 -hydroxypropyl } -5- 
ethynyl-N^ , N^-dipropylisophthalamide 


1452 


N"-- ( (IS, 2R) -1- (3., 5-dif luorobenzyl) -2-hydroxy- 
3-{ [ (3-isol>utylisoxazol-5- 



-310- 
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yl ) methyl] amino) propyl ) -5-ethynyl-N^ , ir*- 
dipropylisophthalamide 


1453 


N^- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 

[ ( dimethylaitiino ) sulf onyl ] -N^ , n^- 
dipropyl i sophthalainide 


1454 ••• 


N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 

oxa2ol-2 -yl ) -n' , N^-dipropylisophthalamide 
hydrochloride 


1455 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- (5- 
f oriwlthien— 2— vl ) bpri!7V"T 1 aTTin rir^ \ o 
hydroxypropyl ) -5-methyl-N^ , N^- 
dipr opy 1 i s oph thai ami de 


1456 


5-broino~N'^-{ (lS,2R)-l-(3 f inm-oHom^^ri \ o 
hydroxy- 3 - [ ( 3 -iodobenzyl ) amino] propyl } , N^- 
dipropyl isophthal ami de 


1457 


N^-{ (IS, 2R) -1- { 3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl ) - 5 - 
( { t (IR) -2-hydroxy-l- 
methylethyl] amino}sulf onyl) -N^N^- 
dipropylisophthalamide 


1458 


N^" { {1S# 2R) -1- ( 3 . 5-dif 1 Tin-m"h*an»7'\ri ^ o Vs-trA^^^r 
3-i (3-isobutylben2yl ) amino] propyl) -5-methyl- 
N ,N -dipropylisophthalamide 


1459 


N^- ( (IS. 2R) -1— ( 3 5-d-i f 1 ^lft•rn'K(an<y^r^ \ O -^-.tA^^^, 

3-{ [3- (trifluoromethyl) benzyl] ainino}propyl) - 
5-ethynyl-N^ , N^-dipropylisophthalamide 


1460 


N- {•( IS , 2R) -1- (3 , 5-dif luorobenzyl) -3 - 1 ( 3 - 

ethylbenZVl ) amino 1 — 2— l^vd"rnv-vrr^r"r^r^^r^ \ f r /Ot»\ 

2 - (me thoxymethyl ) pyrrol idin- 1 -yl ] carbonyl ) - 5 - 
methylbenzamide hydrochloride 


1461 


N^-{ (1S,2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl ) -5- 
( { [ (lS)--2-hvdroxv-l- 
me thyle thyl ] amino ) sulf bhyl ) -N^ , - 
dipropylisophthalamide 


1462 


N^-butvl-N^- f ( IS . 2R^ -1- f R-rlT -FT 11 rtT-rtKav^r,,,! ^ o 

^ *^ I. \ / ^xv/ X V ^ / •J til txiiorooenzyx ) — 3 — 
[. ( 3 -ethylbenzyl ) amino] -2 -hydroxypropyl } -5- 
methyl-N^ -propyl i sophthalamide 


1463 


N^#N'^-dibutvl-N^-f M c: 9p^_i-/'a k 

difluorobenzyl) -3-[ (3-ethylbenzyi)amino)-2- 
hydroxypropyl ) -5-methylisophthalamide 


1464 


N^- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -2 -hydroxy- 

3 — f r3— ( 3 — hvdT"nv-\rn"ro'ri— 1 — 

ynyl ) benzyl ] amino )propyl ) -5-methyl-N^ , N^- 
dipropylisophthalamide 


1465 


N^-{(lS.2R)-l-(3,5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl )-5-{[(2S)- 
2- (hydroxymethyl)pyrrolidin-l-yl] sulf onyl)- 
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N"* , N^-dipropylisophthalamide 


1467 


N^«{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethynylbenzyl ) amino] -2-hydroxypropyl } -5- ( 1 , 3 - 
oxazol^2-yl ) -N^ , N^-dipropylisophthalamide 


1469 


N^-[(lS,2R)-3-{[3- 

( cyclopropylamino ) benzyl ] aitiino } -1- ( 3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] -5-ethynyl- 
, N^-dipropylisophthalamide 


1470 


N^- { (IS , 2R) --1- (3 , 5-dif luorobenzyl ) -2 -hydroxy- 
3 - [ ( 3 - thi en- 3 -ylbenzyl ) amino ] propyl } - 5 - 
methyl -N^ , N^-dipropyli soph thai amide 


1471 


N^- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -2 -hydroxy- 
3 - { [ 3 - ( tr i f luoromethyl ) benzyl ] amino }propyl ) - 
5- (1, 3-oxazol-2-yl) -N^,N^- 
dipropyl i sophthalamide 


1472 


N^-{(lS,2R)-l-{3, 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5- 
(piperazin-l-ylsulfonyl) -N^,N^- 
dipr opy 1 is ophthalamide 


1473 


N^- ( (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3-{[l-(3- 

iodophenyl) cyclopropyl] amino} propyl) -5- 
methyl -N*^ , N^-dipropylisophthalamide 


1474 


N^- [ (IS, 2R) -3- [ (3-sec-butylbenzyl ) amino] -1- 
(3 , 5-dif luorobenzyl ) -2 -hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisophthalamide 


1475 


N^- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) «3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -5- (3- 
methylisoxazol-4-yl ) -N^ , N^- 
dipropylisophthalamide hydrochloride 


1476 


N^- ( { IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3-{ [1- (3-isobutylisoxazol-5- 

yl) cyclopropyl] amino} propyl) -5- (1, 3-oxazol-2- 
yl ) -N^ , N^-dipropylisophthalamide 


1477 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethylphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl ) -5- ( 1 , 3 -oxazol-2 -yl ) -N^ , N^- 
dipropyl i sophthalamide 


1478 


N^- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 6 -methyl - 
N^,N^-dipropylpyridine-2 , 4-dicarboxamide 


1480 


N^-{ (IS, 2R) -1- (3 , 5-di f luorobenzyl ) -2 -hydroxy- 
3 - [ ( 3 -methoxybenzyl ) amino ] propyl } - 5- ( 1 , 3 - 
oxazol -2 -yl ) -N^ , N^-dipropylisophthalamide 


1481 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl) -5- (1, 3 -oxazol -2 -yl) -N^,N^- 
dipropyl i sophthalamide 


1482 


5- (aminosulfonyl) -N^-{ (IS, 2R) -1- (3,5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
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hydroxypropyl } -N^ , N-^-dipropylisophthalamide 


1483 


N^- [ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy- 
3 - ( { 3 - [ ( IZ ) -prop-l-enyl ] benzyl } amino ) propyl] - 
5 -methyl -N^ , N^-dipropylisophthalamide 


1484 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
dipropyl^S- (lH-pyrazol-4-yl) isophthalamide 


1485 


N^- { (IS, 2R) "1- (3 , 5-dif luorobenzyl) -3-{ [1- (3^ 
ethylphenyl ) -1 -methyl ethyl ] amino} -2 - 
hydroxypropyl ) - 5 - e thyny 1 -N^ , - 
dipropylisophthalamide 


1487 


N^- [ (IS, 2R) -3- [ (3-allylbenzyl) amino] -1- (3 , 5- 
dif luorobenzyl) -2 -hydroxypropyl] - 5 -methyl- 
, -dipropylisophthalamide 


1488 


N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl ) cyclopropyl ] amino } -2- 
hydr oxypr opy 1 ) - 5 -me thy 1 -N^ , N^.- 
dipropylisophtlialamide 


1489 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethylphenyl ) -1-methylethyl] amino} -2- 
hydroxypropyl) -5- (1, 3-oxazol-2-yl) -N^,N^- 
dipropyl i s ophthal amide 


1490 


N'--{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^-ethyl- 
5 -me thy 1-:N^ -propyl i s ophthal ami de 


1491 


N^«[(lS,2R)-3-{[3- 

(cyclopropylamino) benzyl] amino}-!- (3,5- 
dif luorobenzyl) -2 -hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


1492 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
e thyny Iphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl ) - 5 - e thyny 1 -N^ , - 
dipr opy 1 i s ophthalami de 


1493 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydrpxy- 

3-{ [1- (3-isobutylisoxazol-5- 

y 1 ) eye 1 opr opy 1 ] amino } propyl ) - 5 -methyl -N^ , N"^ - 

dipropylisophthalamide 


1494 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3 - (5- 
f ormyl - 4-methylthien-2 -yl ) benzyl ] amino } -2 - 
hydroxypropyl ) - 5 -methyl -N^ , - 
d ipr opy 1 i s ophtlial ami de 


1496 


N^- [ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy- 
3-({3- 

[ (methylsulf onyl ) amino] benzyl } amino ) propyl ] - 
5 -methyl -N^ , -dipropylisophthalamide 


1498 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3 - t ( 3 -isopentylbenzyl ) amino] propyl } - 5 -methyl - 
, N^-dipropylisophthalamide 


1500 


N^- ( ( IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
e thyny Iphenyl ) cyclopropyl ] amino } -2 - 
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hydr oxypr opy 1 ) - 5 -me thy 1 -N** , N"* - 
dipr opy 1 i s ophthal amide 


1501 


N^-f (1S,2R)-1- (3, 5-difluorobenzvl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydr oxypr opy 1 } - 5 - ( { [ 2 - 
(methyl amino) ethyl] amino} sulfonyl ) -N^ / N"^- 
dipropylisophthalamide dihydrochloride 


1502 


N"*"- ( (IS. 2R) -1- (3 . 5-difluorobenzvl) -2 -hvdroxv- 
3-{ [1- (3-isobutylisoxazol--5- 
yl ) cyclopropyl ] amino }propyl ) -S-ethynyl-N"^ , N^- 
dipropy 1 i sophthalamide 


1504 


N^- ( (IS 2R) -1- (3 5-di£luorobenzvl) -2-hvdroxv- 
3-{ [l-(2-isobutyl-l,3-thiazol-5- 
yl) cyclopropyl] amino}propyl) -5-methyl-N^,N^- 
dipropylisophthalamide 


1505 


N^- ( (1S,2R)-1- (3, 5-difluorobenzyl) -3-{ [1- (3- 
ethylphenyl) -1-methylethyl] amino}-2- 
hydr oxypr opy 1 ) - 5 -methyl -N^ / - 
dipropyli sophthalamide 


1506 


N^-( (IS. 2R)-1- (3. 5-difluorobenzvl) "3- r (3- . 
ethylbenzyl) amino] -2-hydroxypropyl.}-5-{ [ (2- 
hydroxyethyl) amino] sulf onyl} -N'^- 
nr oovl i s oTDhthal ami de 


1507 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydr oxypr opy 1 } -N^ , 5- 
dime thy 1 -N^ -propyl i sophthalamide 


1508 


N-^-fdS 2R)-l-(3 5-difluorobenzvl^ -3- r (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- — 
(phenylsulfonyl) -3- [ (1- 
oroovlbutvl ) sulf onvll alaninamidp* 

^^•L ^^ff'jg ^ \Jk j[ ^ / 0 Iwb JU ^ V^XXjjr aX J (Aa^ wLXX^XXCXXLl^ VX^7 


1509 


N^-{ (1S,2R)-1- (3,5-difluorobenzyl)-3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^,N^- 
diethyl-5- (1, 3-oxazol-2-yl) isophthalamide 


1510 


N^- r (benzvlamino) carbonvll -N"^-f (IS 2R) -1- (3 5- 

Xm L V X^CXX^ jf ^dXll^XXW / WUJL iki/WXXjr ^ J Xil \ \ ^Xi f mXv/ \ ^ ^ «^ 

d.if luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } - 3 - [ ( 1 
Dronvlbutvl ) sulf onvll alaninamide 


1511 


N^-{ (1S,2R)-1- (3, 5-difluorobenzyl)-2-hydroxy- 
3 - [ ( 3 -pyridin-3 -ylbenzyl ) amino ] propyl } - 5 - 
methvl— , N^-dinroiDvlisonhthal amide 


1512 


N^-{ (1S,2R)-1- (3, 5 -dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
dipropylpyridine-3 , 5-dicarboxamide 1-oxide 


1513 


f ormy 1 - 2 - f ury 1 ) benzyl ] amino } - 2 - 
hydroxypropyl ) - 5 -methyl -N^ , - 
dipr opy 1 i s oph t ha 1 ami de 


1514 


N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 - ( 1 - 
methyl -lH-imidazol-2-yl ) -N^ , N^- 
dipr opy 1 i s ophthal amide 
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1515 


N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3-[ (3- 
ethylbenzyl ) aitiino ] -2 ^hydroxypropyl } -N^ , - 
di ethyl - 5 -methyl i soph thai amide 


1516 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3- 
( e thy 1 sul f iny 1 ) benzyl ] amino } - 2 - 
hydroxypropyl ) -5 -methyl -N^ , N^- 
dipr opy 1 i s oph thai ami de 


1517 


3 - { [butyl ( ethyl ) amino ] sul f onyl } -N- { ( IS , 2R) -1 - 
( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) aiaino] -2- 
hydroxypropyl }propanamide 


1519 


N-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- [ (1- 
propylbutyl ) sulf onyl ] propanamide 
hydrochloride 


1520 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- 
isobutyl-N^ , 5-dimethylisophthalamide 


1521 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3- [ ( 3 -pyridin-2-ylbenzyl) amino] propyl} -5- 
methyl-N^ , N^-dipropylisophthalamide 




N^- [ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 
3-({3- 

[methyl (me thylsulf onyl) amino] benzyl} amino) pro 
pyl ) -5-methyl-N^ , N^-dipropylisophthalamide 


1523 


1524 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzy 1 ) amino ] -2 -hydroxypropyl } -N^- ( 3 - 
phenylpropanoyl ) -3 - [ ( 1- 
propylbutyl ) sulf onyl] alaninamide 
trif luoroacetate 


1525 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) "3-{ [3- 
( ethyl sul f onyl ) benzyl ] amino } - 2 - 
hydroxypropyl ) - 5 -methyl -N^ , - 
dipr opy 1 i s oph thai ami de 


1526 


N^- [ (5-chlorothien-2-yl) sulf onyl] -N^-{ (IS, 2R) - 
1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl} -3 -'[ ( 1- - 
propylbutyl ) sulf onyl ] alaninamide 


1527 


N^-[ (lS,2R)-3-{ [3-(5-acetylthien-2- 
yl)benzyl]amino}-l- (3, 5-difluorobenzyl) -2- 
hydr oxypr opy 1 ] - 5 -methyl -N^ , - 
dipr opy 1 i s oph thai ami de 


1529 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2 -hydroxypropyl } - 3 - (1 , 3 - 

oxa2ol-2-yl)benzamide hydrochloride 


1530 


N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^, 5- 
dimethyl-N^- ( 2 -phenylethyl ) isophthalamide 


1531 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- (3 , 5- 
dimethylisoxazol-4-yl ) benzyl ] amino} -2- 
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hydroxypropyl ) "5-methyl-N'* , N*^- 
dipropy 1 i s ophthal ami de 


1532 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , 5- 
dimethyl -N^ -prop- 2 -yny 1 i sophthal ami de 


1533 


N^"{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^-ethyl- 
, 5 -dimethyl is ophthal amide 


1535 


N^-benzyl-N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) - 
3-1(3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } - 
N^, 5-dimethylisophthalamide 


1536 


N^. ( sec-butyl ) -N"^- { ( IS , 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 5 -methyl -N^- 
propylisophthaiamide * 


1537 


N"^- ( (IS. 2R) -1- (3 , 5-dif luorobenzvl) -2-hvdroxv- 
3-{ [3-(4-methylthien-2- 
yl ) benzyl ] amino } propyl ) -5 -methyl -N^ , N^- 
dipr opy 1 i s ophthal ami de 


1538 


methyl 3- ( { t (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- 
( { 3 - [ ( dipiropylamino ) carbonyl ] — 5- 
methylbenzoyl} amino) -2- 

hydroxybutyl ] amino }methyl ) phenyl (methyl ) carba 
mate 


1539 


N^- ( (IS, 2R) -2-hvdroxv-l- (2 . 3 , 5- 
trif luorobenzyl) -3 -{ [3- 

( tri fluoromethyl ) benzyl ] amino } propyl )- 5 - 
methyl -N^ , N^-dipropyli sophthal amide 


1540 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -liydr oxypr opy 1 } -N^ , - 
di i s obuty 1 - 5 -methyl i s ophthal amide 


1541 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzvl) -3- f (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N'^, 5- 
dimethyl -N^- ( 2 -pyridin-2 - 
ylethyl) isophthalamide 


1542 


N^-<r fl S 2R^ -1- f 3-f luoT*o-5-hvdrnxvbenzvl ^ -9- • 
hydroxy- 3 - [ { 3 -me thoxybenzy 1 ) amino ] propyl } - 5 - 
methyl -N^ , N^-dipropylisophthalamide 
hydrochloride 


1544 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3- [ ( 3 -iodobenzyl) amino] propyl} -4 -hydroxy-3- 
(pyrrolidin-l-ylcarbonyl ) benzamide 


1545 


5-oxo-D-prolyl-N^-{ (IS, 2R) -1- (3, 5- 

dif luorobenzvl ) -3— f (3— ethvlbenzvl^ amTnol — 9 — 

hydroxypropyl } -3 - [ ( 1- 

propylbutyl ) sulf bnyl] alaninamide 

hydrochloride 


1546 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 

e thylbenzyl ) amino ] -2 -hydroxypropyl } - 4- 

{ [ (trif luoromethyl) sulf onyl] amino} benzamide 
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1547 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 
3- [ {3-pyridin-4-ylbenzyl ) amino ] propyl} -5- 
methyl -N^ , N^-dipropylisophthalamide 


1549 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3- [ ( 6-methoxy-l ,2,3, 4-tetrahydronaphthalen-l- 
yl ) amino] propyl } -5 -methyl -N^ , N^- 
dipr opy 1 i s oph tha 1 ami de 


1550 


N^-{ (1S,2R) -1- (3, 5-difluorobenzyl)-3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^- 
(phenylacetyl) -3- t (1- 
propylbutyl) sulf onyl] alaninamide 


1552 


methyl 3-({[(2R,3S)-4-(3,5 -di f luorophenyl ) -3 - 
( {3- [ (dipr opy 1 amino) carbonyl] -5- 
methylbenzoyl } amino ) -2 - 

hydroxybutyl ] amino }methyl ) phenyl carbamate 


1553 


5-oxo-L-prolyl-N^-{ (IS, 2R) -1- (3 , 5- 

dif luorqbenzyl) -3-[ (3-ethylbenzyl) amino] -2- 

hydroxypropyl } -3 - [ ( 1- 

propylbutyl ) sulf onyl ] alaninamide 

hydrochloride 


1554 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -N — 
i sobutyl - 5 -methyli sophthalamide 


1555 


4- ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2— hydroxypropyl}amino) -4- 
oxo-3-{[(l- 

propylbutyl ) sulf onyl ] methyl }butanoic acid 
trif luoroacetate 


.1556 


N- { .( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
e thylbenzyl ) amino ] -2 -hydroxypr opyl } - 3 - 
[methyl (methyl sulf onyl) amines] benz amide 


1557 


N^-{ (IS, 2R) -1- (3 , 5-di f luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^ -ethyl - 
- i s opr opyl - 5 -methyl i s ophthalamide 


1558 


N^- [ (IS, 2R) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] -1- (thien-2-. 
ylmethyl ) propyl ] -5 -methyl -N^ > N^- 
dipr opy 1 i s oph thai ami de 


1559 


N- { (is, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 -{ [ (2- 
hydroxye thyl ) (propyl ) amino ] sul f onyl } propanami 
de 


1560 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^- 
isopropyl-N'' , 5-dimethylisophthalamide 


1561 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl) amino] - 2 -hydroxypropyl} - 2- 
[ (methyl sulf onyl) amino] -1, 3-thiazole-4- 
carboxamide 


1562 


N^-allyl-N^-cyclopentyl-N^-{ (IS, 2R) -1- (3 , 5- 
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dif luorobenzyl) -3- [ (3-ethylben2yl) amino] -2- 
hydroxypropyl } -5 -methylisophthalamide 


1563 


(3 - { { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydros^ropyl } amino ) -3- 
oxo-2-{[(l- 

propylbutyl ) sulf onyl ] methyl }propyl ) benzamide 


1564 


N-{(lS,2R)-l-(3,5-di f luorobenzyl ) « 3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 - 
( isopentylsulf onyl ) propanamide 


1565 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3-{ [3- ( 5 -methyl thien-2- 
yl ) benzyl ] amino } propyl ) - 5 -methyl -N^ , N^- 
dipropy 1 i sophthalamide 


1567 


N^-{ (1S/2R) -l-( 3, 5-dif luorobenzyl) -2 -hydroxy- 
3 - [ ( 1-methylhexyl ) amino ] propyl } -5-methyl- 
, N^-dipropylisophthalamide 


1568 


N^-[(lS,2R)-3-{[l- 

(aminocarbonyl) cyclohexyl] amino}-l- (3,5- 
dif luorobenzyl) -2 -hydroxypropyl ] -5-methyl- 
, N^-dipropylisophthalamide 


1569 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (2E) - 
hex-2-enylamino] -2-hydroxypropyl}-5-methyl- 
, N^-dipropyli sophthalamide 


1571 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
hydroxyisoxa2ole-5-carboxamide 


1572 


N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- ( {3- 
[ (IE) -hex-l-enyl ] benzyl } amino) -2 - 
hydroxypropyl ] - 5 -methyl -N*^ , - 
dipropyli sophthalamide 


1573' . 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- 
i s opr opy 1 - 5 -me thy 1 i s ophthal amide 


1574 


N^-[ (lS,2R)-2-hydroxy-3-[ (3- 

methoxybenzyl) amino] -1- ( thien-2- 

ylmethyl ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 

tricarboxamide 


1575 


2 - [3- ( 2 -amino-2-oxoethoxy) phenyl] -N-{ (IS, 2R) - 
1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl } acetamide 


1576 


N^-{ (IS, 2R) -1- (3-bromoben2yl) -2-hydroxy-3- t (3- 
methoxybenzyl ) amino] propyl } -5 -methyl -N^ , N^- 
dipropyli sophthalamide 


1577 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (2- . 
e thylhexyl ) amino ] -2 -hydroxypropyl } - 5 -methyl - 
, N^- dipropyli sophthalamide 


1578 


N-"- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3-{ [3- (6-methoxypyridin-3- 
yl ) benzyl ] amino } propyl ) - 5 -methyl -N^ , - 
dipropy 1 i s ophthal ami de 
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1579 


N^- { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-{ [3- (2, 4- 
dime thoxypyr imidin- 5 -yl ) benzyl J amino } -2 - 
hydr.oxypropyl ) - 5 -methyl -N^ , - 
dipropyl i sophthalamide 


1580 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3- (2- 
ethylbutanoyl ) benzamide 


1581 


N-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- [ (4- 
hydrb^Q^iperidin-l-yl) carbonyl] -5- 
methylbenzamide 


1582 


N^-{ (IS, 2R) -1- (3-bromobenzyl) -2-hyciroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } -N^ , - 
dipropylbenzene-1 , 3 , S-tricarboxamide 


1583 


4 • - [4- { { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy- 3 - [ ( 3 - i odobenzy 1 ) amino ] propyl } amino ) - 
4-oxobutanoyl] -1,1' -biphenyl-2-carboxamide 


1585 


N-{(lS,2R)-l-{3,5 -di f luorobenzyl )-3-[(3" ... 
e thylbenzyl ) amino ] -2 -hydroxypropy 1 } -3 [ ( 3 - 
hydroxypiperidin--l-yl) carbonyl] - 5- 
methylbenzamide 


1586 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3 - [ ( 3 -hydroxy- 1 -phenylpr opy 1 ) amino ] propyl } - 5 - 
methyl -N^ , N^-dipropylisophthalamide 


1587 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl) amino] -2-hydroxypropyl}-N^- [2- 
(dimethylamino) ethyl] -N^-ethyl-5- 
me thyl i s ophthalamide 


1588 


N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -4-methyl- 
4H, 6H-pyrrolo[l,2-a] [4,l]benzoxazepine-4- 
carboxamide 


1589 


2 - {5-acetylthien-2-yl) -N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- t ( 3 -e thylbenzyl ) amino] -2- 
hydroxypropyl } acetamide 


1591 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
di i s opr opy 1 - 5 -methyl i s oph thai amide 


-1592 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl) amino] -2 -hydroxypropyl} -3- 
[ (methylsulf onyl ) amino] benzamide 


1594 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3 - [ ( 3 -iodobenzyl ) amino ] propyl } -2 - [ 4- ( 2 - 
oxopyrrolidin-l-yl ) phenyl] acetamide 


1595 


N-{ (IS, 2R) -1- (3 -chloro-5-f luorobenzyl) -2- 
hydroxy-3 - [ ( 3 -methoxybenzyl ) amino ] propyl } -3 - 
[ ( dipropylamino ) sulf onyl ] propanamide . 


1596 


N^- [ (IS, 2R) -1- (3-chloro-5-f luorobenzyl) -2- 
hydroxy-3 - ( isopentylamino ) propyl ] -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 
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1597 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-{ [ {l- 
me t hy 1 - IH- imi daz o 1 - 4 - 

yl) sulfonyl] amino }benzaiaide trihydrochloride 


1598 


N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -2-hydroxy- 
3 - ( penty 1 amino ) propyl ] - 5 -methyl -N^ , - 
dipr opy 1 i s ophthal ami de 


1599 


N^-{ (IS, 2R) -1- ( 4 -f luorobenzyl) -2-hydroxy-3- 
[ ( 3 -me thoxybenzyl ) aitiino ] propyl } -N^ , - 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1600 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3-chloro-5- 

f luorobenzyl ) -2-hydroxypropyl ] -5-methyl-N^ ,N^- 

dipropyl i sophthalamide 


1601 


N^-cyclohexyl-N''-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 

liydroxypropyl } -N'^-etliyl- 5 -me tliyli sophthalamide 


1602 


2- { [ (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 
[ ( dipr opy lamino ) carbony 1 ] - 5 - 
methylbenzoyl } amino ) -2 - 

hydroxybu ty 1 ] amino } ethyl 2,4- 
di f luorophenylcarbamate 


1603 


N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3 -{ t (28) - 
2- {methoxymethyl)pyrrolidin-l-yl] carbonyl}-5- 
methylbenzamide hydrochloride 


1605 


N^- [ (1S,2R) -1- (3-bromobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


1606 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } - 2 , 8- 
dimethylguinoline-3 -carboxamide 


1607 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy- 
3 - [ ( 6 -hydr oxyhexyl ) amino ] propyl } - 5 -methyl - 
, N^-dipropylisophthalamide 


1608 ' ' ' 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroQ^- 
3-{ [ (2R) -2-hydroxypropyl] amino}propyl) -5- 
methyl-N^ , N^-dipropylisophthalamide 


1609 


N-{ (1S,2R) -l-benzyl-2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - [ ( 1 - 
propylbutyl ) sulfonyl ] propanamide 


1610 


N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 - { [ ( 2- 
hydroxy-1,1- 

dimethylethyl ) amino] sulfonyl }benzamide 


1611 


N^- { (IS, 2R) t1- (3 , 5-dif luorobenzyl ) -2-hydroxy- 
3 - [ ( 4 -pheny Ibutyl ) amino ] propyl } - 5 -methyl - 
, N^-dipropylisophthalamide 


1612 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3 - [ ( 3 - iodobenzyl ) amino ] propyl } - 7 - ( IH- 
imidazol-l-yl) -5, 6-dihydronaphthalene-2- 



-320- 



'WO 03/040096 



PCT/US02/36072 





CcLrboxamide 


1613 


3- (acetylamino) -N-{ (IS, 2R) -1- (3 , 5- 
difluorobenzyl) -3~ [ (3-ethylbenzyl) amino] -2- 
hydr oxypropyl } -4 -methylbenzamide 


1614 


N^- [(1S,2R)-3-t{[2 - (aminosulfonyl) ethyl] amino} - 
1- (3 , 5-dif luorobenzyl) -2-liydroxypropyll -5- 
metliyl-N^ , N^-dipropylisophthalamide 


1615 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [2- 
( e tliyl tliio ) etliyl ] amino } -2 -hydroxypropyl ) - 5- 
metliyl-N^ , N^-dipropylisophtlialamide 


1617 


N^- [ (1S,2R) -3- [benzyl (cyanometliyl) amino] -1- 
(3 , 5-dif luorobenzyl) -2-liydroxypropyl] -5- 
metliyl-N^ , N^-dipropylisoplitlxalamide 


1618 


N^- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -2 -tiydroxy- 
3 - [ ( 2 -liydroxypropyl ) amino ] propyl } -S-metliyl- 
, N-^-dipropylisophtlialamide 


1619 


N^- [ (IS, 2R) -3- [ (3 -but oxypropyl) amino] -1- (3,5- 
dif luorobenzyl) -2 -liydr oxypropyl] -5-metliyl- 
, N^-dipropylisophtlialamide 


1620 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e tliy Ibenzyl ) amino ] - 2 -liydr oxypropyl }-3-{[2-{2- 

liydroxyetlayl ) piperidin-l-yl] carbonyl} -5- 

methylbenzamide 


1621 


metliyl N- [ (2R, 3S) -4- (3 , 5-dif luoroplienyl) -3- 
( {3- [ (dipropyl amino) carbonyl] -5r 
methylbenzoyl} amino) -2-hydroxybutyl] -beta- 
alaninate 


1622 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -liydr oxypropyl} - 3- (1- 
liydroxy-2-propylpentyl ) benzamide 


1623 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3-c]iloro-5- . 
f luorobenzyl ) -2 -tiydroxypropyl ] -N^ , N^- 
dipropylbenzene-l , 3 , 5-tricarboxamide 


1624 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl} -4- 
[ (methylsulfonyl) amino] butanamide 


1625 


N^-[ (lS,2R)-3-{ [3-(l-benzothien-2-- 

yl) benzyl] amino}-!- (3, 5-dif luorobenzyl) -2- 

hydroxypropyl ] - 5 -methyl -N^ , - 

dipropylisophthalamide 


1626 


3- (benzyloxy) -N- { (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydr oxypropyl } i s oxa z o 1 e - 5 - carboxamide 


1627 


2-{ [ (benzyloxy) carbonyl] amino} -7- 
[ ( cyclopropylmethyl ) amino ]-l,2,4,5,7- 
pentadeoxy-5- (3 , 5-dif luorobenzyl) -1- [ (1- 
propylbutyl ) sulf onyl ] -D- threo-hept-3 -ulose 
trifluoroacetate 


1629 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 5 - ( IH- 
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pyrazol-l-yl ) pentanamide 


1630 


N--{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydr oxypr opy 1 } - 1 - ( 2 - 
f urylmethyl ) -5 -oxopyrrolidine'-3 -carboxamide 


1632 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -2-hydroxy- 
3 - [ ( 5-hydroxypentyl ) amino] propyl } -5-methyl- , 
, N^~dipropyli soph thai aiaide 


1633 


3-[({(lS,2R)-l-(3,5 -dif luorobenzyl ) -2 - 
hydroxy- 3 - [ { 1 -methyl - 1 - 

phenylethyl) amino] propyl} amino) sulf onyl] -N,N- 
dipropylbenzamide 


1634 


N^-{ (1S,2R)-1- (3 /5-dif luorobenzyl ) -2-hydroxy- 
3 - [ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , N^- 
dipropylpiperidine-1 , 3-dicarboxamide 


1 

1635 


N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 
3 - [ ( 3 -methoxybenzyl ) amino ] propyl } -N*^ , N^- 
diethylpiperidine-1 , 3 -di carboxamide 


1636 ^ 


5-bromo-N^- ( (IS, 2R) -2-hydroxy-l- 
- (pentaf luorobenzyl ) -3- { [3- 

( trif luorome thy 1) benzyl] amino} propyl ) -N^ , N^- 
dipropyl i sophthal amide 


1637 


N-niS,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -4- 
[ (methylsulfonyl) amino]benzamide 


1638 


N-{ (IS, 2R) -1- (3-bromobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -3 - 
[ ( dipropyl amino ) sulf onyl ] propanamide 


1639 


3- [ (dipropylamino) sulf onyl] -N-[ (1S,2R) -2- 
hydroxy-3 - [ ( 3 -methoxybenzyl ) amino ] - 1 - ( thien- 
2 -ylmethyl ) propyl ] propanamide 


1640 


N'-rC (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethoxypropyl ) amino ] -2-hydroxypropyl } - 5- 
methyl-N^ , N^-dipropylisophthalamide 


1641 


N^- [ {1S,2R) -3- (benzylamino) -2-hydroxy-l- 
( thi en- 2 -ylmethyl ) propyl ] -5 -methyl -N^ , N^- 
dipr opy 1 i s ophtha 1 amide 


1642 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} - 2- 
hydroxy-4- (phenyl sulf onyl ) butanamide 


1643 


N^- [ (IS, 2R) -1- (3 , 5-dichlorobenzyl) -2-hydroxy- 
3 - ( i sopentylamino ) propyl ] -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1645 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [(3,3- 
dimethylbutyl ) amino ] -2 -hydroxypropyl } - 5 - 
methyl-N^ , N^-dipropylisophthalamide 


1646 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3-bromobenzyl) - 
2 -hydroxypropyl ] -N^ , -dipropylbenzene-1 ,3,5- 
tricarboxamide 


1647 


N^- [ (IS, 2R) -1- (3-chloro-5-f luorobenzyl) -2- 
hydroxy-3 - ( isopentylamino ) propyl ] - 5 -methyl - 
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, N-'-dipropylisophthalaioide 


1648 


N-'- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 1 , 3 - 
diphenylpropyl ) amino ] -2 -hydroxypropyl } - 5- 
methyl-N^ , N^-dipropylisophthalamide 


1649 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3-{[(lS)-l- 

(hydroxymethyl ) propyl ] amino }propyl ) -N^ , N^- 
dipropylisophthalamide 


1650 


N^-( (1S,2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 
3-{ [ (3S) -2-oxoa2epan-3-yl]aiaino}propyl)-5- . • 
methyl -N^ , N^-dipropylisophthalamide 


1651 


N^-cyclohexyl-N^-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 

hydroxypr opy 1 } pen t anedi ami de 


1652 


N^-[ (lS,2R)-2-hydroxy-3-( (3- 
methoxybenzyl ) amino] -1- ( 3 - 
methylbenzyl ) propyl] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


1653 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl } -N^- [ (2- 
propylpentyl) sulfonyl] -beta-alaninamide 


1654 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [( 3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - ( 1 , 3 - 
thiazol-2-yl ) benzamide dihydro chloride 


1656 


N^- [ (IS, 2R) -1- (3 , 5 -di f luorobenzyl ) -2 -hydroxy- 
3-({3- 

[methyl (phenyl ) amino ] propyl } amino ) propyl ] -5- 
methyl -N^ , N^-dipropylisophthalamide 


1657 


N^- [ (lS,2R)-2-hydroxy-3-[ (3- 

me thoxybenzyl ) amino ] - 1 - ( 4 - 

methylbenzyl ) propyl ] -iST^ , -dipropylbenzene- 

1 , 3 , 5 - 1 r i carboxamide 


1658 


N-{(1S,2R)-1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5-oxo-l- 
( thienr2 -ylmethyl ) pyrrolidine-3 -carboxamide 


1659 


4- [ (butyl thio) methyl ]-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } - 5 -methyl-2 - f uramide 


1660 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl) amino] -2 -hydroxypropyl} -3 -{ [ (2- 
hydr oxye thyl ) amino ] sul f onyl } benzamide 


1661 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3 - [ ( 3 -methyl eye lohexyl ) amino ] propyl } - 5 - 
methyl -N^ , N^-dipropylisophthalamide 


1662 


N- { ( IS , 2R) -1- ( 3 ,.5.-dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2-oxo- 
1 , 3-oxazolidin-3-yl ) benzamide 


1663" 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4 - ( IH- 
pyrrol-l-yl ) benzamide 
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1665 


N-{(lS,2R)-l-(3, 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -1 , 3 , 4 , 5- 
tetrahydrothiopyrano [4, 3-b] indole-8- 
carboxamide 


1666 


N^- { ( IS , 2R) -1- ( 3 , 5 -dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- [ 2 - 

( tr i f luoromethyl ) phenyl ] succinamide . 


1667 


N^- [ (IS, 2R) -1- (3-broinobenzyl) -2-hydroxy-3- 
. (isopentylainino) propyl] -5-methyl-N^ , N^- 
dipropy 1 i sophthal amide 


1668 


N- { (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4 , 5- 
dimethyl-2- (IH-pyrrol-l-yl) thiophene-3- 
carboxamide 


1669 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [(2, 3- 
dihydroxypropyl) amino] -2 -hydroxypropyl} -5- 
methyl -N^ , -dipropylisophthalamide . 


1670 


N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 
3-{ [ (2S) - 2 -hydroxypropyl] amino } propyl) -5- 
methyl-N"^ , N'^-dipropylisophthalamide 


1671 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3 - { [ ( IR) -1-methylpropyl ] amino } propyl ) -5- 
me t hy 1 -N^ , - dipr opy 1 i s oph t ha 1 ami de 


1672 


2 -chloro-N- { ( IS , 2R) -1- ( 3 , 5 -di f luorobenzyl ) -3 - 
[ (3 -ethylbenzyl) amino] -2 -hydroxypropyl} -4 - 
(methylsulf onyl ) benz amide 


1673 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl ).-2-hydroxy- 
3 - [ ( 2 -hydroxy ethyl ) amino ] propyl } - 5 -methyl - 
, N^-dipropylisophthalamide 


1674 


3-[ (diprppylamino)sulfonyl]-N-{ (lS,2R)-2- 
hydroxy-1- (3-methoxybenzyl) -3- [ (3- 
methoxybenzyl ) amino] propyl }propanamide 


1675 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
{methyl [ (tr if luoromethyl) sulf onyl] amino} benz a . 
mide 


1676 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} - 3- 
hydr oxy- 6 - ( 1 -hydroxy- 2,2- 
dimethylpropyl ) pyridine- 2 -carboxamide 


1677 


N^- [ (IS, 2R) -3- [ (1, 3-dicyclohexylpropyl)amino] - 
1- (3 , 5-dif luorobenzyl) -2 -hydroxypropyl] -5- 
me thy 1 -N^ , - dipr opy 1 i s oph thai ami de 


1678 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -t3^ [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 , 2 * - 
bi thi ophene - 5 - c arboxami de 


1679 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (IH- 
imi da z 0 1 - 1 -y 1 ) bu t anamide 


1680 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
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ethylbenzyl ) amino] -2-hydroxypropyl } -2 , 3- 
dihydroxy-N^- (4-inethoxyphenyl ) succinamide 


1682 


N^-{ (lS,2R)-2-hydroxy-3^[ (3- 
methoxybenzyl) amino] -1- [3- 
( tr i f luor ome tliy 1 ) benzyl ] propyl } -N^ , - 
dipropylbenzene-l , 3 , 5- tricarboxamide 


1683 


N^- [ (IS / 2R) -3- (benzylamino) -2-hydro3Qr-l- 
(thien-2-ylmetilyl)propyl] -N^,N^- 
dipropylbenzene--l , 3 , 5- tricarboxamide 


1684 


N^-[ (1S,2R) -3-{ [2-{aminocarbonyl)-lH-indol-6- 
yl] amino} ^1- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] -5-methyl-N^ , N^- 
dipr opy 1 i s ophtlial ami de 


1685 


N*"- [ (IS, 2R) -3- (benzylamino) -1- (3-bromobenzyl) - 
2 -hydroxypropyl ] - 5 -methyl -N^ , N^- 
dipropylisophthalamide 


1686 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino ] - 2 -liydroxypropyl } -2 - ( 1 -oxo- 

1 , 3 -dihydro-2H-isoindol-2-yl ) butanamide 


1687 


3-cliloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl ) amino] -2 -hydroxypropyl } -4- 
(methylsulf onyl ) thiophene-2 -carboxamide 


1688 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (1- 
ethylpropyl ) amino ] -2 -hydroxypropyl } -5 -methyl- 
, N^-dipropylisophthalamide 


1689 


N^- [ (1S,2R) -1- (3, 5-dif luorobenzyl) "3- ( { [ (5R) - 
3-ethyl-2-oxo-l, 3-oxazolidin-5- 
y 1 ] methyl } amino ) - 2 -hydroxypropyl ] - 5 -methyl - 
, N^-dipropylisophthalamide 


1690 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5 -methyl - 
7- (trif luoromethyDpyrazolo [1/ 5-a]pyrimidine- 
2 -carboxamide 


1691 


N^-{ (1S,2R) -l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } -N^- 
[ (methylthio) acetyl] -3- [ (1- 
propylbutyl) sulf onyl] alaninamide 
hydrochloride 


1692 


N^- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - t ( 2 , 3 - 
dime thy Icyclohexyl ) amino ] -2 -hydroxypropyl } -5- 
methyl -N^ , N^-dipropylisophthalamide 


1693 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4 , 5- 
dime thoxy- 1 -benz o t hi ophene - 2 - c arboxami de 


1694 


N^- [ (IS, 2R) -1- [3-f luoro-5- 
(trifluoromethyl) benzyl] -2 -hydroxy- 3- 
( i sopentylamino ) propyl ] -N^ , -dipropylbenzene- 
l , 3 , 5 -tricarboxamide 


1695 


N^" [ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- ( { [ (5S) - 
3-ethyl-2-oxo-l,3-oxazolidin-5- 
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yl] methyl} amino) -2-hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


1696 


N^-{ (lS,2R)-l-(l,3-benzodioxol-5-ylmethyl) -2- 
hydroxy- 3 - [ { 3 -me thoxybenzyl ) amino ] propyl ) - 
, N'-dipropylbenzene-l , 3 , 5-tricarboxamide 


1697 


N-{ (lS,2R)-l-{3,5-difluoroben2yl)-3-[ {3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (3 , 5- 
dioxo-1, 2 , 4-triazolidin-4-yl) benzamide 


1698 


N-{ {lS,2R)-l-benzyl-2-hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] propyl } -2 -hydro3<y- 3 - [ ( 3 - 

methoxyphenyl ) sulf onyl ] propanamide 

hydrochloride 


1699 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3- [ (2-methylcyclohexyl) amino3propyl}-5- 
methyl-N^ , N^-dipropylisophthalamide 


1700 


N^-[ (lS,2R)-3-[ (2-{4-[ (3- 

chlorobenzyl ) oxy] phenyl } ethyl ) amino] -1- ( 3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


1701 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- 
hydroxy-4-oxo-4-thien-3-ylbutanamide 


1702 


N^-{ (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] - 
2 -hydroxy- 3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } - 
,N^-dipropylbenzene-l , 3 , 5-tricarboxamide 


1703 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbehzyl ) amino] -2-hydroxypropyl} -2 - 
hydroxy-4-oxo-4- [3- 
( tr if luorome thy 1 ) phenyl] butanamide 


1704 


N^-{ {lS,2R)-2-hydroxy-3- (isopentylamino)-l-[3- 
{ trif luorome thoxy) benzyl ] propyl } -N^,, N^- . 
dipropylbenzene-^l , 3 , S-tricarboxamide 


1705 


N^- ( (IS. 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3-{ [l-(hydroxymethyl)-3- 
( me thyl thi o ) propy 1 ] amino } pr opyl ) - 5 -methyl - 
, N^-dipropylisophthalamide 


1706 


2 - ( lH-1 , 2 , 3-benzotriazol-l-yl ) -N- { (IS , 2R)--1- 
(3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}hexanamide 


1707 


N^- [ (IS, 2R) -1- (3-f luoro-4-methylbenzyl) -2- 
hydroxy-3 - { isopentylamino ) propyl ] -N^ ,.N^- 
dipropylbenzene-1 , 3 , 5-tricarboxaitiide 


1708 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 3 - ( 4 , 4 - 
dimethyl -2 , 5-dioxoimidazolidin-l-yl) -2-{ [ (1- 
propylbutyl ) sulf onyl ] methyl }propanamide 


1709 • 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- 
{ I (trifluoromethyl) sulf onyl] amino} butanamide 


1710 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
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e thy Ibenzyl) amino] -2-hydroxypropyl}-2- (5- 
methyl-l, 3-dioxo-l,3-dihydro-2H-isoindol-2- 
yl ) acet amide 


1712 


N^- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -2 -hydroxy- 
3-{ [1- (hydroxymethyl) propyl] amino} propyl) -5- 
methvl-N^ * N^-dioroDvlisoDhtlial amide 


1713 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3 , 5- 
dichlorobenzyl ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1714 


N-{ (1S,2R) -l-benzyl-2-hydroxv-3- r (3- 
methoxybenzyl ) amino ] propyl }-3-{[(2- 
hydroxys thyl ) (propyl ) amino ] sul f onyl }propanami 
de hydrochloride 


1715 


5- (benzyl thio) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ { 3 -ethy Ibenzyl) amino] -2- 

hydroxypropyl } nicotinamide 


1716 


N-{(lS,2R)-l-(3,5-dif luor obenzy 1 ) - 3 - [ ( 3 - 
ethy Ibenzyl ) amino] -2 -hydroxypropyl } -IH- 
pyrazole- 5-carboxamide 


1717 


6-chloro-N-f (IS, 2R) -1- (3. 5-dif luorobenzvl^ 
[ (3-ethylbenzyl)amino] -2-hydroxypropyl}-3- 
methyl-2-oxo-2, 3-dihydro-l, 3-benzoxazole-5- 
carboxamide 


1718 


N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ (3 - 
ethy Ibenzyl ) amino] -2 -hydroxypropyl } -IH- 
benz imi da. zole— 2— c arbo5cami de 


1719 


N^-{ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
[ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , N^- 
dipropylbenzene-1 , 3 , 5- tricarboxamide 


1720 ' 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzvl) -3- r 
ethylbenzyl) amino] -2-hydroxypropyl}-6- 
hydroxy-4 , 7-dimethoxy-l-benzof xaran-5- 
carboxamide 


1721 


N^- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -2 -hydroxy- 
3- [ (4-methylcyclohexyl) amino]propyl}-5- 
methyl-N^ , N^-dipropylisophthalamide 


1722 


N-f {1S,2R) -1- (3 5-dif luor obenzvl ^ r 
ethylbenzyl ) amino] -2- 

hydroxypropyl } 1 1 , 2 , 4 ] triazolo [ 4 , 3 -a] pyridine- 
6 - c ar boxami de 


1723 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl ) -2- 

hvdroxv— 4— oxo— 4 — thien — 9— vl l^nl-an^^mT H<a 


1724 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3,5- 
dichlorobenzyl ) -2 -hydroxypropyl] - 5 -me thy 1- 

* N^— di"Dro*Dvli c5or)hfh;5 1 ;^Tni Hp* 


1725 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 4- (2- 
hydroxy-S-methylphenyl ) -4-oxobutanamide 


1726 


N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3-t (3- 
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ethylbenzyl) amino] -2-hydroxypropyl}-3- 
phenoxybenzainide 


1727 


4- [ (aminocarbonyl) amino] -N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-etliylbenzyl)aiaino] -2- 
liydr oxypropyl } benzamide 


1728 


N^- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -2 -hydroxy- 
3-{ [ (IS) ~l-(hydroxymethyl)-3- 
(metliylthio)propyl] ainino}propyl) -5-metliyl- 
, N'^-dipropylisophtlialamide 


1729 


N-{ {lS,2R)-l-(3,.5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -liydroxypropyl } -7- 
hydr oxy- 4 - oxochr omane- 2 - carboxami de 


1730 


N^- ( (IS, 2R)-1- (3, 5-difluorobenzyl) -2-hydroxy- 
3-{ [ (lS)-l-(liydroxymetliyl)-3- 
methylbutyl ] amino}propyl ) -5-metliyl-N^ , N^- 
dipropylisophthalaitdde 


1731 


N**"- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3-{[(lR)-l- 

( hydr oxyme thy 1 ) propyl ] amino } propyl ) -N^ , - 
dipropyli soph thai amide 


1732 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) ~2 -hydroxy- 
3 - [ { 1 -methyl - 3 -phenylpr opyl ) amino ] propyl } - 5 - 
methyl -N^ , N^-dipropylisophthalamide 


1733 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- ^ 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 2 , 3 - , 
dihydro-l-benzofuran-5-yl) -1, 3-thiazole-4- 
carboxami de 


1734 


N^- { (IS, 2R) -1- [3- (benzyloxy) benzyl] -2 -hydroxy- 
3 - [ ( 3 -me thoxybenzy 1 ) amino ] propyl } - 5 -me thy 1 - 
, N^-dipropylisophthalamide 


1735 


N-{ (IS, 2R) -1- (4-chlorobenzyl) -2-hydroxy-3- 
[ ( 3 -me thoxybenzy 1 ) amino ] propyl } - 3 - 
[ ( dipropyl amino ) sul f onyl ] propanamide 


1736 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ {3- 
ethylbenzyl ) amino] -2 -hydr oxypropyl } -N^- 
p en t y Ima 1 onami de 


1737 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydr oxypropyl } - 3 - 
( trif luoromethoxy ) benzamide 


1738 


3 - [ ( dipropyl amino ) sul f onyl ] -N- {(lS,2R)-l-(3- 
f luoro-4-methylbenzyl) -2-hydroxy-3- t (3- 

me thoxybenzyl ) amino ] propyl } propanamide 


1739 


N- [ (IS, 2R) -1- (3-chloro-5-f luorobenzyl) -2- 
hydroxy-3- (isopentylamino) propyl] -3- 
[ (dipropylamino) sulfonyl] propanamide 


1740 


N-l (IS. 2R) -1- (3 . 5-dif luorobenzvl) -3- \ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (4,4- 
dimethyl -2, 5 -dioxoimidazolidin-l-yl) -2-{ [ (1- 
propylbutyl ) sulfonyl ] methyl } propanamide 


1741 


N^- [4- (acetylamino) phenyl] -N*-{ (1S,2R)-1- (3,5- 
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dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } succinamide 


1742 


3- (1-cyanoethyl) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl ) -3- [ (3-ethylbenzyl) amino] -2- 

liydr oxypr opy 1 } benz ami de 


1743 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino ] -2-liydroxypropyl } -N*- ( 5- 
plienyl-1, 3 , 4-tlxiadiazol-2-yl) succinamide 


1744 


N^-{ {lS,2R)-3- (benzylamino)-2-hydroxy-"l-[3- 
( trif luorometlioxy ) benzyl ] propyl } -N^ / N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1745 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -liydroxy- 
3-{ [2- (2-oxo-2-pyrrolidin-l- 

y 1 e thoxy ) plieny 1 ] amino } propyl ) - 5 -me tliyl -N^ , - 
dipr opy 1 i s opli tlial amide 


1746 


N^- [ (IS, 2R) -1- (4-clilorobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N"^ , -dipr opy Ibenzene- 
1,3, 5- tricarboxamide 


1747 


N- { ( 1 S , 2R ) - 1 - ( 3 , 5 -di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 1 , 1- 
dioxidotetrahydrothien-2-yl ) acetamide 


1748 


N^- [ (IS, 2R) -3- (benzylamino) -1- (4- 
chlorolDenzyl ) - 2 -hydroxypropyl ] - 5 -methyl -N^ , - 
dipr opy 1 i s opht ha 1 ami de 


1749 


N-{(lS,2R)-l-(3,5-di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5 -hex-1- 
ynylni cot inamide 


1750 


N- [ (IS, 2R) -1- O-bromobenzyl) -2^hydroxy-3- 

( isopentylamino ) propyl ] -3 - 

[ (dipr opy 1 amino) sulfonyl]propanamide 


1751 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
me thoxy i s oxa zole-5-c ar boxami de 


1752 


N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2 , 3- 
dimethyl - IH- indo le-7 - carboxamide 


1753 


4- (3-chlorophenyl) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 

hydr oxypr opy 1 } -2 — hydroxy-4-oxobutanamide 


1755 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (1- 
methyl-lH-indol-3-yl ) -2 -oxo acetamide 


1756 


N^- t (IS, 2R) -1- (3-f luoro-4-methylbenzyl) -2- 
hydroxy-3- (isopentylamino) propyl] -5-methyl- 
, N^-dipropylisophthal amide 


1757 


3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -2- 
hydroxy-3- [ (3-methoxybenzyl) amino] -1- (4- 
methylbenzyl ) propyl ] propanamide 


1758 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4- 
methylbenzyl ) -2 -hydroxypropyl ] -N*^ , N^- 
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dipropylbenzene-1 , 3 , S-tricarboxamide 


1759 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzYl) amino] -2-hydroxypropyl} -2- [5- (4- 
methylphenyl) -2H-tetraazol-2-yl] acetaitiide 


1760 


N-{ (IS, 2R) -1- (3, 5-dichlorobenzyl) -2-hydroxy- 
3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } -3 - 
[ (dipropylamino) sulfonyl]propanamide 


1761 


N^- [.(IS, 2R) -2-hydroxy-3- (isopentylamino) -1- 
( thien-2 -ylme thyl ) propyl ] -IsP , N^- 
dipropylberizene-1 , 3 , 5-tricarboxamide 


1762 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methyl- 
3 -phenylisoxazole-4-carboxainide 


1764 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 

ethylbenzyl ) amino] -2 -hydroxypropyl } -N^- 

[ (methylsulfonyl ) acetyl ] -N^-pentylglycinamide 


1765 


N-{ (is; 2R) -1- (3 . 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (IH- 
indol-3-yl ) -4-oxobutanamide 


1766 


N^- (5 -benzyl -1, 3 , 4-thiadiazol-2-yl) -N*- 
{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 - ■ - 
hydroxypropyl } succinamide 


1767 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -4- ( 3 - 
f luoro-4-methoxyphenyl ) -4-oxobutanamide 


1768 


ethyl 4-{ [ (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- 
( { 3 - [ ( dipr opy 1 amino ) carbony 1 ] - 5 - 
methylbenzoyl} amino) -2- 

hydroxybutyl ] amino}piperidine-l-carboxylate 


1769 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2- 
f luorobenzoyl ) -lH-pyrrole-2-carboxamide- 


1770 


N^- [ (IS, 2R) -3- (benzylamino) -1- (4- 
chlorobenzyl ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1772 


N^- [ (IS, 2R) -2-hydroxy-l- (4-hydroxyben2yl) -3- 
( isopentylamino ) propyl ] -5-methyl-N^ , N^- 
dipr opy 1 i s oph t ha 1 ami de 


1773 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 4 - 
morpholin-4-ylphenyl ) acetamide 


1774 


3-[ (dipropylamino)sulfonyl]-N-{ (1S,2R) -2- 
hydroxy-3- [ ( 3 -methoxybenzyl ) amino ] -1- [3- 
( trif luoromethoxy ) benzyl ] propyl }propanamide 


1775 


N^-benzyl-N^- (1-cyclopropylethyl) -N^-{ (IS, 2R) - 
1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypropyl } succinamide 


1776 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
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3 - [ ( 3 -metho3cybenzyl ) amino ] propyl } - 3 - ( 2 , 5 - 
dimethylbenzoyl ) -S-methylbenzamide 


1777 


N*-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N*- (2- 
methoxy-5-methylphenyl ) succinamide 


1778 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] - 2 -hydroxypropyl } -2 - ( 3 - 
hydroxyphenyl ) acetamide 


1779 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -2 -hydro3^- 
3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } - 3 - 
[hydroxy (2 -me thy Iphenyl) methyl] -5- 
methylbenzamide 


1780 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5 - 
( ethyl thio) nicotinamide 


1781 


N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- t4-(2- 
f uroyl ) piperazin-l-yl] -4-oxobutanamide 


1782 


N^-[ (1S,2R) -3- (benzylamino) -1- (3-fluoro-4- 
methy Ibenzyl ) -2 -hydroxypropyl] -5-methyl-N^,N'^.- 
dipropylisophthalamide 


1783 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3- t (3- 
ethy Ibenzyl ) amino ] -2 -hydroxypropyl } -3 - 
oxoi s o indol ine- 1 - carboxami de 


1784 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl } -3 - 
(ethylthio) benzamide 


1785 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) aiaino] -2- 

hydroxypropyl } thieno [2,3 -b] quinoline-2 - 
carboxami de 


1786 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- (4- 
me thy 1 -1,3- oxa z o 1 - 2 -y 1 ) benz ami de 


1788 


N-{2- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 - 

hydroxypropyl } amino ) carbonyl ] phenyl } -N- 
me t hy 1 - 2 - fur ami de 


1789 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] -2 -hydroxypropyl } -2 - 
hydroixy-4- (3-methoxyphenyl) -4-oxobutanamide 


1790 


N^- [ (IS, 2R) -3- (cycloheptylamino) -1- (3,5- 
dif luorobenzyl) -2 -hydroxypropyl] -5 -methyl - 
, N^-dipropylisophthalamide 


1791 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentyl amino) -1- (4- 
methy Ibenzyl ) propyl ] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


1792 


1 3-[ (dipropylamino)sulfonyl]-N-{ (1S,2R)-1- 
(3-f luoro-5-hydroxybenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl }propanamide 



-331- 



wo 03/040096 




PCT/US02/36072 



1793 


3-t (dipropylamino)sulfonyl]-N-{ (IS, 2R) -1- (3- 
f luoro-5-hyctroxybenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl }propanamide 
hydrochloride 


1794 


N-{ (lS, 2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5 - 
hydroxy- IH- indole- 2 - carboxami de 


1795 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 , 2- 
dime thy 1 chromane - 8 - c arboxamide 


1796 


6 -benzyl -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl)amino] -2- 

hydroxypropyl }pyrazine-2 -carboxamide 4-oxide 


1797 


2-{ [ ({ (IS, 2R)-1- (3, 5-dif luorobenzyl) -2- 
hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] propyl ) amino ) carbonyl ] ami 
no } -N, N-dipropylethanesulf onamide 


1798 


N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 
3 - { [ ( IR) -1- (hydroxymethyl ) -2- 
methylpropyl ] amino }propyl ) -5-methyl-N^ , N^- 
dipropylisophthalamide 


1799 


N- t (IS, 2R) -3- (benzylamino) -1- (3-chloro-=5- 

f luorobenzyl ) -2 -hydroxypropyl] -3- 

[ (dipropylamino) sulfonyl]propanamide ' 


1800 


N-{ {IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ {3« 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (4- 
inethoxyphenyl) -4-oxobutanamide 


1802 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 > [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-3-methyl- 
4-OXO-3 , 4-dihydrop]ithala2ine-l-carboxainide 


1803 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

etliylbenzyl ) amino] -2-liydroxypropyl } - 3 , 4- 
di]iydro-2H-l , 5-benzodioxepine-7 -carboxamide 


1804 


{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-liydroxypropyl}-2- [4- 
( 2 / 5 -di oxopyrrol idin- 1 -y 1 ) phenoxy ] ace tamide 


1806 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e tliylbenzyl ) amino ] -2 -liydr oxypropyl } - 5 -metliyl - 
4-OXO-3 , 4-diliydrotlxieno [2 , 3-d] pyriinidine-6- 
carboxamide 


1807 


N^- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -2- 
liydroxy-3 - ( isopentylamino ) propyl ] -N^ , N^- 
dipropylbenzene-1 , 3 , 5 -tri carboxamide 


1808 


N^-{ (IS, 2R)-l-(3-chloro-5-f luorobenzyl) -2- 
hydroxy-3 - t ( 3 -metlioxybenzyl ) amino ] propyl } - 
, N^-dipropylpentanedi amide 


1809 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-6-f luoro- 
2 -liydroxyquinoline-4-carboxamide 


1810 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
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ethylbenzyl) amino] -2-hydroxypropyl} -4-oxo-4- 
thien-2 -ylbutanamide 


1811 


N^- [ ( { (IS, 2R) -1- (3, 5-difluorobenzyl) «2- 
hydroxy-3- [ (3- 

methoxybenzyl ) amino ] propyl } amino ) carbonyl ] - 
, N^-dipropyl-beta-alaninamide 


1812 


N^-{ (IR, 2R) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] -1- 
[ (phenyl tliio ) methyl ] propyl } -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1814 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3-{ [ (lR,2S)-l-{hydroxymethyl)-2- 
methylbutyl] amino} propyl) -5-methyl-N^,N^- 
dipr opy 1 i s ophthal amide 


1815 


N- { ( 1 S , 2R ) - 1 - ( 3 , 5 -di f luor obenzy 1 ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 
(phenoxymethyl) benzamide 


1816 


N^'-C (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- (2,4- 
dif luorophenyl ) pentanediamide 


1817 


N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- (4,6- 
dimethylpyrimidin-2 -yl ) pentanediamide 


1818 


N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy- 
3 - t ( 3 -methoxybenzyl ) amino ] propyl } - 3 - ( 3 - 
methoxybenzoyl ) -5-methylbenzamide 


1819 


N^-{ (1S,2R) -1- [3- (benzyloxy) benzyl] -2-hydroxy- 
3 - [ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , - 
dipropylbenzenie-1 , 3 , 5-tricarboxamide 


1820 


4- (3 , 4-dichlorophenyl) -N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl} -4-oxobutanamide 


1821 


methyl 4-{ (2R, 3R) -2- ( {3- 
[ ( dipropylamino ) carbonyl ] - 5 - 
methylbenzoyl} amino) -3-hydroxy-4- [ (3- 
methoxybenzyl ) amino ] butyl }benzoate 


1822 


N^- (4-acetylphenyl) -N^- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } pentanediamide 


1824 


N^-{ (1R,2R) -2-hydroxy-3-[ (3- 
me thoxybenzy 1 ) amino ] - 1 - 

[ (phenyl thio) methyl ] propyl } -5-methyl-N^ , N^- 
dipropylisophthalamide 


1825 


2-{ [3-({ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } amino ) -3 - 
oxopropyl ] thio} -N-methylbenzamide 


1826 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } -3 - [ ( 1- 
propylbutyl ) thio] propanamide 


1827 


N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
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ethylbenzyl) amino] -2-hydroxypropyl}-N^- (4- 
ethoxyphenyl ) succinamide 


1828 


N^- [ (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] - 
2-hydroxy-3- (isopentylamino) propyl] -n^,n^- 
dipropylbenzene-1, 3 , S-tricarboxamide 


1829 


2-{ [ (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- { {3- 
[ (dipropylamino) carbonyl] -5- 
me thylbenzoyl } amino ) -2 - 

hydroxybutyi] amino} ethyl 3_ 
me thoxypheny 1 c arbama t e 


1830 


3- (benzyloxy) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 

hydroxypropyl } benzamide 


1831 


N*- ( (1S,2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 
3-{ [ (IS) -2-hydroxy-l- 

methylethyl ] amino }propyl ) -5-methyl-N'^ , N^- . 
dipropylisophthalaraide 


1832 


N^- ( (1S,2R) -2-hydroxy-l- (pentaf luorobenzyl) -3 - 
{ [ 3 -( tri fluoromethyl ) benzyl ] amino }propyl ) -5- 
methyl-N^ , N^-dipropylisophthalamide 


1833 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 4- ( 4 - 

hydroxyphenyl ) -4-oxobutanamide 


1834 


3-[ (dipropylamino) siilf onyl] -N-{ (IS, 2R) -2- 
.hydroxy-3- [ (3-methoxybenzyl) amino] -1- [3- 
( trif luoromethyl ) benzyl ] propyl }propanamide 


1835 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
(piperidin-3-ylsulf onyl ) benzamide 


1836 


6-chloro-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] - 2 -hydroxypropyl} -4- 
hydroxyguinoline-2-carboxamide 


1837 


N^- [ ( IS , 2R) -2 -hydroxy-3 - [ ( 3 - 

me thoxybenzyl ) amino ] - 1 - ( thi en- 2 - 

ylmethyl ) propyl ] -N^ , N^-dipropylpentanediamide 


1838 


N^-( (lS)-l-{ (lR)-l-hydroxy-2-[ (3- 
methoxybenzyl) amino] ethyl}-3-methylbutyl) -5- 
methyl-N^ , N^-dipropylisophthalamide 


1839 


N-{{lS,2R)-l-(3, 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 - ( 6-oxo- 
3-phenylpyridazin-l ( 6H) -yl ) acetamide 


1840 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3- {4- 
[ (methylsulf onyl) amino] phenyl }propanamide 


1842 


N^- [ (IS, 2R) -3- (benzylamino) -2-hydro3cy-l- (4- 
ine thylbenzyl ) propyl ] - 5-methyl -n' , N^- 
dipropyl i soph thai amide 


1843 


3-(2-chiorophenoxy)-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl }propanamide 
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1844 


N - [ (IS, 2R) -1- (4-fluoroben2yl) - 2 -hydroxy- 3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene- 
1,3/ 5-tricarboxamide 


1845 


Structure possibly contains peptides which 
are not supported in current vers ion l 


1846 


1 N-{ (IS, 2R) "1- [3- (benzyloxy) -5~ 

f luorobenzyl ] -2-hydroxy-3- [ (3- 

methoxybenzyl ) amino ] propyl } - 3 - 

[ (dipropylainino) sulfonyl]propanamide 

hydrochloride 


1847 


N-{ (IS, 2R) -1^ [3- (benzyloxy) -5- f luorobenzyl] - 

2 ^hydroxy- 3 - [ ( 3 -methoxybenzyl ) amino ] propyl } - 

3 - [ ( dipropylamino ) sul f onyl ] propanamide 
hydrochloride 


1848 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -4- (4- 
methylphenyl ) -4-oxobutanamide 


1849 


N - { (IS, 2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
. ethylbenzyl) amino] -2-hydroxypropyl}-N^- [3- 
( trif luoromethyl ) phenyl ] succinamide 


1850 


N -{ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -2- 
hydroxy-3 - [ (3 -methoxybenzyl ) amino] propyl} -5- 
methyl -N^ , N^-dipropylisophthalamide 


1851 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (5- 
pyridxn-2-yl-2H-tetraazol-2-yl) acetamide 


1852 


Structure possibly contains peptides which 
are not supported in current version! 


1853 


3-t (dipropylamino) sul f onyl ]-N- [ (lS,2R)-2- 
hydroxy-3- [ (3 -methoxybenzyl) amino] -1- (3- 
methylbenzyl ) propyl ] propanamide 


1854 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } isoxazole- 

5-carboxamide ' 


1855 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- ' 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 2- (3 , 5- 
dimethoxyphenoxy) acetamide 


1856 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2,5- 
dime t hy 1 - IH-pyr r o 1-1 -y 1 ) - 3 -hydr oxybenz ami de 


1857 


N^-{ (IS, 2R) -1- (3-bromobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -N^ , N^- 
dipropylpentanediamide 


1858 


N^- 1 5- (cyclopentylmethyl) -1,3, 4-thiadiazol-2- 
yl] -N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } succinamide 


1859 


N -{ (IS, 2R) -3- (benzylammo) -2-hydroxy-l- [3- 
( tr i f luoromethyl ) benzyl ] propyl } -N^ , - 
dipropylbenzene-1, 3 , 5-tricarboxamide 
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1860 


N-{ (1S,2R)-1- (3,5-difluorobenzyl) -.3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2- (3-oxo- 
l,2-ben2isothiazol-2 (3H) -yl) ace t amide 


1861 


N^- ( (1S,2R) -1- (3, 5-difluorobenzyl) -2-hydroxy- 
3-{ [l-methyl-5- (pyrrolidin-l-ylcarbonyl) -IH- 
pyrrol - 3 -yl ] amino } propyl ) - 5 -methyl -N^ , - 
dipr opyl i s oph thai ami de 


1862 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -4- ( 3 , 4- 
dif luorophenyl) -4-oxobutanamide 


1863 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl}-4- (2- 
naphthyl) -4-oxobutanamide 


1864 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4 , 6- 
di e t hoxypyr i di ne - 2 - c arboxami de 


1865 


N-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydr oxypropyl } - 4 - { 5 - 
methyl -IH-pyrrol- 2 -yl ) - 4-oxobutanamide 


1866 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydr oxypropyl } - 3 - ( { [ 2 - 
(methylamino ) ethyl ] amino } sulf onyl ) benzamide 
dihydrochloride 


1867 


N- { ( IS , 2R) -1- ( 3 , 5 -dif luorobenzyl ) -2 -hydroxy- 
3- [ (3-methoxybenzyl) amino]propyl}-3-methyl-5- 
( 4-methylbenzoyl ) benzamide 


1868 


N^- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -3- 
(benzylamino ) -2 -hydr oxypropyl ] -5-methyl-N^ , N^- 
dipr opy 1 i s oph thai ami de 


1869 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] - 2 -hydr oxypropyl } -3- 
(piperazin-l-ylsulf onyl ) benzamide 


1870 


N^- [ (1S,2R) -3- ({2- [4- 

( aminosulf onyl ) phenyl ] ethyl } amino ) -1- ( 3 , 5- 
dif luorobenzyl) -2 -hydr oxypropyl] - 5 -me thy 1- 
, N^-dipropylisophthalamide 


1871 


N^- ( (1S,2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy- 
3-{ [2-hydroxy-l- 

{ hydroxyme thyl ) ethyl ] amino } propyl ) - 5 -methyl - 
, N^-dipropylisophthalamide 


1872 


N^- [ (IS, 2R) -1- (4-f luoro-3-methylbenzyl) -2- 
hydroxy-3 - ( isopentylamino ) propyl ] -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1873 


N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (3-oxo- 
2 , 1-benzisothiazol-l (3H) -yl ) propanamide 


1874 . 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2,6- 
dihydroxypyrimidin-4-yl ) acetamide 


1875 


N^-{ (1S,2R) -2-hydroxy-3-[ (3- 
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metho3Q^benzyl ) amino ] -1- [ 3 - 

( tri f luorome thyl ) benzyl ] propyl } -N^ , N^- 

dipropylpentanedi amide 


1876 


N- [ (1S,2R) -3- (benzylamino) -2-hydro3Qr-l- (4- 

hydroxybenzyl ) propyl ] -3 - 

[ ( dipropylamino ) sulf onyl ] propanamide 


1877 


N-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl ) -4 - ( 3 , 4- 
di f luorophenyl ) -2 -me thyl - 4 - oxobutanamide 


1878 


N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (2- 
pyridin-2-ylethyl) pentanediamide 


1879 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl)aInino] -2 -hydroxypropyl} -2- [2- (4- 
f luorophenyl) -1 , 3-benzoxazol-5-yl] acetamide 


1880 


N^- (anilinocarbonyl) -N^-{ {1S,2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypr opyl } glyc inamide . 


1881 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 2 - ( 1 , 3- 
dit:hian-2-yl) -3 -fur amide 


1882 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ ( 3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2- [2-oxb- 
2- (propylamino ) ethyl ] berizamide 


1883 


N- [ (IS, 2R) -3- (benzylamino) -1- (3-bromobenzyl) - 
2 -hydroxypropyl ]- 3 - 

[ ( dipropylamino ) sul f onyl ] propanamide 


1884 


N-{ (1S,2R) -1- (3, 5 -dif luorobenzyl) -2-hydroxy- 
3 - [ ( 3 -iodobenzyl ) amino ] propyl } -3 - ( 2 - 
f luorophenyl ) propanamide 


1885 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -5- 
methyl thiophene-2 -carboxamide 


1886 


2 - [ 4- (benzyloxy ) phenyl ] -N- { { IS , 2R) -1- (3,5- 
dif luorobenzyl) -2 -hydroxy- 3- [ (3- 
iodobenzyl ) amino] propyl } acetamide 


1887 - 


N-{ (1S,2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 2 - [ ( 5 , 7 - 
dimethyl [1,2,4] triazolo [ 4 , 3 -a] pyrimidin-3 - 
yl ) thio ] acetamide 


1888 


N^- (l-acetyl-2, 3-dihydro-lH-indol-7-yl) -N^- 
{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } succ inamide 


1889 


N^- (3-acetylphenyl) -N^-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 

hydroxypropyl } pentanediamide 


1890 


3- (4-chlorophenoxy) -N-{ (1S,2R)-1- (3,5- 

dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 

hydr oxypr opy 1 } - 2 -hydroxypr opanami de 
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1891 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4- 
iiietho:qrbenzyl ) -2-hydroxypropyl ] -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1892 


N^- 1 {IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methylbenzyl ) propyl] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxainide 


1893 


N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ { 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl } -IH- 
indole-7-carboxamide 


1894 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -l-(3- 
me thylbenzyl ) propyl ] -N^ , N^-dipropylbenzehe- 
1,3, 5-tricarboxamide 


1895 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- (1,2,3- 
thiadiazol-4-yl ) benzamide 


1896 


N-{ (1S,2R)-1- [3- (benzyloxy)-5-f luorobenzyl] - 
2 -hydroxy- 3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } - 
3- 1 ( dipropylamino ) sulf onyl ] propanamide 


1897 


N-{ {1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3- (4,4- 
dimethyl-2, 5-dioxoimidazolidin-l-yl) -2-{ [ (1- 
propylbutyl ) sul f onyl ] methyl } propanamide 


1898 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (4- 
methylbenzyl ) propyl] -5-methyl-N^ , N^- 
dipropyl i s oph thai ami de 


1899 


N^-{ (IS, 2R) -3- (benzylamino) -1- [3-f luoro-S- 
( trif luoromethyl ) benzyl ] -2-hydroxypropyl } -5- 
methyl-N^ , N^-dipropylisophthalamide 


1900 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -2 - [ 1 - 
methyl-3- (methylthio) -lH-indol-2-yl] acetamide 


1901 


N^- [ (IS, 2R) -1- (3 , 5-dichlorobenzyl) -2 -hydroxy- 
3- (isopentylamino) propyl] -5~methyl-N^,N^- 
dipr opy 1 i s ophthal ami de 


1902 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl.) -3-.[ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl ) - 4 - ( 2 - 
f uryl ) -4-oxobutanaiciide 


1903 


N-{ {1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - ( 3 - 
pyridin-2-yl-l, 2 , 4-oxadiazol-5-yl) propanamide 


1904 


2- [2- (acetylamino) -1, 3-thia2ol-4-yl] -N- 
{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } acetamide 


1905 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 - [ ( 4- 
methyl-4H-l, 2 , 4-triazol-3-yl) thio] -2- 
pheny 1 ac e t ami de 


1906 


N^- [ (IS, 2R) -1- (4-chlorobenzyl) -2-hydroxy-3- 
( isopentylamino) propyl] -5-methyl-N^ , N^- 
dipr opy 1 i s ophthalamide 
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1907 


4- ( 1 , 3-benzothia2ol-2-yl ) -N- { (IS , 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylben2yl) amino] -2- 
hydr oxypr opyl } butanamide 


1908 


N^- (3-chloro-4-f luoroDhenvl) -N*-f (IS 2R1-1- 
(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 - 
hydr oxvDi'OTDvl ) succinami.de 


1909 


N^- [ (IS, 2R) -1- [3- (benzyloxy) -5 -f luorobenzyl] - 
2-hydroxy-3- (isopentylamino) propyl] -S-metliyl- 
# N^-dipropylisoplitlialamide 


1910 


N- { ( IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyi }-2- [ (2- 
oxo~2 , 3-diliydroquinazolin-4-yl) tliio] acetamide 


1911 


N-{ ( IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } - 3 -me tliyl - 5 - 
( 2 -me tliylbenzoyl ) benzamide 


1913 . 


N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
metliylbenzyl ) propyl ] -N^ , -dipropylbenzene- 
1,3, 5-tricarboxamide 


1914 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -liydroxypropyl } -4- 
propoxybenzamide 


1915 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2-liydroxypropyl } -1-methyl- 
IH— indole -2- carboxamide 


1916 


5-cliloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-etliylbenzyl) amino] -2-liydroxypropyl}-2- (3- 
metliYl-4H-l, 2, 4-triazol-4-vl) benzamide 


1917 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-4- (3 , 4- 
dif luoroplienyl ) -2-metlioxy-4-oxobutanamide 


1918 


N- { { IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydr oxypropyl } -2 - ( 3 - 
thien-2-vl-lH-Dvxazol-l-vl ) acetamide 


1919 


N^- { ( IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
etliy Ibenzyl ) amino ] -2 -liydroxypropyl } -N^- 
plieny Ipen t anedi ami de 


1920. 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etllylbenzyl) amino] -2-liydroxypropyl}-2 - (2- 
tliioxo-li 3-ben20tliiazol-3 (2H) — vl) acetamide 


1923 


N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
e tliylbenzyl ) amino ] -2 -liydroxypropyl } -2 - ( 3 - 
liydroxy- 4 -me thylplienyl) acetamide 


1924 


N^-r(lS 2R) -1- r3-fliiorn-c^- 
( tr i f luorometliyl ) benzyl ] -2 -hydroxy-3 - 
( i sopentylamino ) propyl ] - 5 -methyl -N^ , - 

dipropylisophthalamide 


1925 


N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-7-f luoro- 
4H-imidazo[5,l-c] [1, 4]benzoxazine-3- 
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carboxamide 


1926 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-t (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3,4- 
dihydro-2H-l , 5-benzodioxepin-7-yl) -4- 
oxobu t anami de 


1927 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-t (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl ) -1 - 
benzofxiran- 3 -carboxamide 


1928 


N^-{3,4-dichlorophenyl)-N^-{ (1S,2R) -l-{3,5- 
dif luorobenzyl ) -3 - [ (3 -ethylbenzyl ) amino] -2- 
hydroxypropyl }iaalonamide 


1929 


N^-{ (IS, 2R) -3- (benzylamino) -1- [3-fluoro-5- 
( trif luoromethyl ) benzyl ] -2 -hydroxypropyl } - 
,N'-dipropylben2ene-l , 3 , 5-tricarboxamide 


1930 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzvl) -2-hvdroxv- 

3-{ t (lR)-2~hydroxy-l- 

methylethyl] amino}propyl) -S-methyl-N^^N^- 
dipr opy 1 i s oph thai ami de 


1931 


N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methylbenzyl ) propyl ] -5-methyl-N^ , N — 
dipropyl is ophthalamide 


1932 


N^-{ (IS, 2R) "1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^- 
pyridin-3 -ylpentanediamide 


1933 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3^ ' 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2-methyl- 
4 -oxo- 4H- chromene- 6 - carboxamide 


1934 


N-"- ( (1S,2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3-{ [3- (IH-imidazol-l-yl) propyl] amino}propyl) - 
5 -methyl -N^ , -dipropyl is ophthalamide 


1935 ^ 


3- [ (dipropylamino) sulf onyl] -N-{ (IS, 2R) -1- [3- 
flu6ro-5- (trif luoromethyl ) benzyl] -2 -hydroxy- 
3 - [ ( 3 -methoxybenzyl ) amino ] oroDvl ) "or oiDanamide 


1936 


3 - [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -2- 
hydr oxy- 1 - ( 4 -hydr oxybenzy 1 ) - 3 - 
( isopentylamino) propyl ] propanamide 


1937 


N^- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -2- 
hydroxy-3- (isopentylamino) propyl] - 5 -me thy 1- 
, N'^-dipropylisophthalamide 


1938 


3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R)-2- 
hydroxy-3- (isopentylamino) -1- (thien-2- 

ylmethyl ) propyl ] propanamide 


1939 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4- [ ( 2 , 2 - 
dimethylpropanoyl ) amino 1 -2 -hvdroxvbenzamide 


1940 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (3- 
methoxybenzyl ) propyl ] - 5 -methyl -N^ , N^- 
dipropyl i s ophtha 1 ami de 


1941 


N- ( (IS, 2R) -1- ( 4- f luorobenzyl) -2-hydroxy-3- 
{ [3 - (trif luoromethyl) benzyl] amino} propyl) -3- 
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{ [ ( 3 -methoxybenzyl ) amino ] sul f onyl ) benzamide 


1943 


N- [6- ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3^ropyl}amino) -6- 
oxohexyl ] - 2 - fur amide 


1944 


N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -2 - [ ( 1 - 
phenyl-4 , 5-dihydro-lH-tetraazol-5- 
yl) thio] acetamide 


1945 


4 -acetyl -4 -amino -N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ ( 3 -e thylbenzyl) amino] -2- 
liydroxypropyl } cyclohexa-1 , 5-diene-l- 
sulfonamide 


1946 


N-( (lS,2S)-l-benzyl-2-liydroxy-3-{ [3- 
( trif luoromethyl ) benzyl ] amino} propyl ) -3 - { [ ( 3 - 
methoxybenzyl) amino] sul f onyl} benzamide 


1947 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3,4- 
•dihydro-2H-chromen-6-yl ) -4-oxobutanamide 


1948 


N^- [ (1S,2R) -2-hydroxy-3- (isopentylamino)-l-{3- 
methoxybenzyl ) propyl ] -N^ / N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


1949 


N^-{ (IS, 2R) -1- (3-f luoro-4-methylbenzyl) -2- 
hydr oxy- 3 - [ ( 3 -methoxybenzyl ) amino ] propyl } - 
, N^-dipropylpentanedi amide 


1950 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 - 

hydr oxypr opy 1 } indo lizine-2-c arboxami de 


1951 


N^- { (IS, 2R) -3- (benzylamino) -2-hydroxy-l- [3- 
( tr i f luoromethoxy ) benzyl ] propyl } - 5 -methyl - 
, - dipr opy 1 i s oph tha 1 ami de 


1952 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl}nicotinamide 1-oxide 


1953 


N- [ (IS, 2R) -1- [3- (benzyloxy) -5 -f luorobenzyl] - 
2 -hydroxy-3 - ( isopentylamino ) propyl ] -3 - 
[ ( dipropylamino ) sul f onyl ] propanamide 


1954 


2 - ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy- 
3 - [ ( 3 -iodobenzyl ) amino ] propyl } amino ) -2 - 
oxoethyl carbamate 


1955 


N-{ (lS,2Ry-l- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 3 - 
dihydro-lH-cyclopenta [b] quinoline-9- 
c arboxami de 


1956 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ (3- 
e thy Ibenzy 1 ) amino ] -2 -hydroxypropyl } - 3 -methyl - 
lH-pyrazole-5-carboxamide 


1957 


N- [5- ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } amino ) - 5 - 
oxopentyl ] benzamide 


1958 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
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ethylbenzyl ) amino] -2 -hydroxypropyl } - 4- 
[ (methoxymethyl ) thio] benzamide 


1959 


3-(l,3-ben20thiazol-2-yl)-N-{ (1S,2R) -l-(3,5- 
difluorobenzyl) -3- [ {3 -ethylbenzyl) amino] -2- 
hydroxypropyl } - 3 -methoxypropanamide 


1960 


N-{ (1S,2R)-1- (3,5-difluorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- 
{ [ (methylamino ) carbonyl ] amino } -3 - thien-3 - 
ylpropanamide 


1961. 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 5- 
pyridin-2 -ylthiophene-2 -carboxamide 


1962 


N^-{ (1S,2R) -3- (benzylamino)-l-[3- (benzyloxy) - 
5 - f luorobenzyl ] -2 -hydr oacypropyl ) -n' , - 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1963 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2- ( 5 , 6- 
dimethyl-2 , 4-dioxo-l ,2,3, 4-tetrahydropyridin- 

3-yl ) acetamide 


1964 


N^- [ (IS, 2R) -1- (3-f luoro-4-methoxybenzyl) -2- 
hydroxy-3- (isopentyl amino) propyl] -5 -methyl - 
, -dipropy 1 i sophthalamide 


1965 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl ) -2 - 
isobutyl-1 , 3-dioxoisoindoline-5-carboxamide 


1967 


5 - ( acetylamino ) -N- { { IS , 2R) - 1 - ( 3 , 5 - 

dif luorobenzyl ) -3- [ (3 -ethylbenzyl ) amino] -2- 

hydroxypr opyl } - 2 - f uramide 


1968 


N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl) -N^- [ (4- 
methoxyphenyl ) acetyl ] glycinamide 


1969 


N- { ( IS , 2R ) - 1 - ( 3 , 5 -dif luorobenzyl ) -3 - [ ( 3 - 
•ethylbenzyl ) amino ] -2- 

hydroxypropyl } isoquinoline-4-carboxainide 


1970 


N^- [ (IS, 2R) -1- [3- (benzyloxy) benzyl] -2 -hydroxy- 
3 - ( isopentylamino ) propyl ] -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


1971 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl) -2- (4- 
hydroxy-3 -methoxyphenyl ) acetamide 


1972 


N-{(lS,2R)-l-{3,5 -di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [ (4- 
phenyl-4H-l , 2, 4-triazol-3-yl) thio] acetamide 


1973 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 - ( 3 , 5- 
dimethoxyphenyl ) acetamide 


1974 


N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methoxybenzyl ) propyl ] -5-methyl-N^ , N^- 
dipropylisophthalamide 


1975 


N- { ( IS , 2R) -1 - ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
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ethylbenzyl ) amino] -2-hydroxypropyl} - 2- (2- 
ethyl-4H- [1,2,4] triazolo [ 1 , 5-a] benzimidazol- 
4 -yl ) acetamide 


1977 


7-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2-liydroxypropyl}-l- 
benzo f uran- 2 -carboxamide 


1978 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - [ (3- 
ethylbenzyl ) amino] -2-liydroxypropyl} -2- (1,3- 
dioxo-1, 3-dihydro-2H-isoindol-2- 
yl ) propanamide 


1979 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -3- (2-oxo- 
2H-1, 3-benzoxazin-3 (4H) -yl ) propanamide 


1980 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- . ... 
ethylbenzyl ) airdno] -2-hydroxypropyl}-2- 
(pyrimidin-2-ylthio) acetamide 


1981 


N^- [3- (aminocarbonyl) -4,5, 6 , 7-tetrahydro-l- 
benzothien-2-yl] -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3-[ ( 3 -ethylbenzyl) amino] -2- 
hydroxypropyl } succinamide 


1982 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - [ ( 5- 
phenyl-1, 3 , 4-oxadiazol-2-yl) thio] acetamide 


1983 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-'hydroxypropyl }guinoline- 
6 - c arboxami de 


1985 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4- ( 2 , 3 - 
dihydro-1, 4-benzodioxin-6-yl) -4-oxobutanamide 


1986 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - ( IH- 
indol-3-yl)-lH -pyr a z o 1 e - 5 - carboxami de 


1987 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 
hydroxy-4- 

{ [ (methylamino) carbonothioyl] amino }benzamide 


1988 


6-chloro-N-{ (lS,2R)-l-(3, 5-dif luorobenzyl) - 3 - 
[( 3 -ethylbenzyl ) amino] -2 - 
hydroxypropyl } nicotinamide 


1989 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- . 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 4 - ( 3 - 
hydroxyphenyl ) -4-oxobutanamide 


1990 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 2 - 
(phthalazin-l-ylthio) acetamide 


1991 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 1 ( 1- 
oxidopyridin-2-yl) thio] acetamide 


1992 


3- (acetylamino) -N-{ (IS, 2R) -1- (3,5- 

dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
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hydroxypropyl}-5-fluoro-lH-indole-2- 
ca.irboxaini.de 


1993 


N-( (lS,2S)-l-benzyl-2-hydroxy-3-{ [3- 
(trifluoromethyl)benzyl]amino}propyl) -3-{ [ (3- 

OT"nl^^Ti 7v1 \ flmT no! Qiil 'FriTTv/'l "VT^^n^^Tni 


1995 


N^- [ (IS, 2R) -1- (1, 3-benzodioxol-5"ylmethyl) -3- 
(benzylaitiino ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylbenzene-l , 3 , 5-tricarboxamide 


1996 


dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 -hydroxy- 3 -me thy 1 - 4 - 

oxobu t anaini de 


1997 


3 - [ (dipropylamino ) sulf onyl ] -N- { ( IS, 2R) -2 - 
hydroxy-3- (isopentylamino) -1- [3- 

\ wO- u. ^ ^ WAil^ i.»AXW.A.j^ / *J^XA^j[ X J J^X ^Jgfjf X / ^X Vm'^^CUXCu.UXvJ.C 


1998 


N^-.{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- ( 5 - 
methvl— 1 * 3 . 4— thiadiazol— 2— vl ) succlnaTnidfa 


1999 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 

e thy Ibenzyl) amino] -2 -hydroxypropyl} -2- (2- 
ethvl — iH—bsnz imidazole 1—vl \ acptam"! 


2000 


N-{ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -2- 
hydroxy-3 - [ ( 3 -methoxybenzyl ) amino ] propyl ) -3 - 

I. \ ^^^i*^ ^£rj ^oxiiixxw / o u.^^ wxxjr X J ^X V>/^CUXCUllXUCZ 


2001 


N-{ ( IS, 2R)-1- (3, 5 -dif luorobenzyl) -3 -[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (2-oxo- 

X / «i/ X/wXX^Wdfva^^X «J V X XX / Jjf X / Jm/X V^^CUICUIIXUC 


2002 


N- [ (IS, 2R) -1- (3 , 5-dichlorobenzyl) -2-hydroxy- - 

3 - (isopentylamino ) propyl ] - 3 - 

r ( di'Dro'Dvl amino ) sulfonvl 1 "03ro"DananiT 


2003 


N^- { { IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl } -N^- ( 6- 
methylpyridin-2 -yl ) succinamide 


2004 


tsuxijf X V *±rs.y — *t — L V I / X v-J / 3 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydr oxypr opyl } amino ) carbonyl ] -1 , 3 - 


2005 


N-{ (IR, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3 - [ ( 3 -methoxybenzyl ) amino ] propyl } -3- 
crl vPvXb^n^aTTiidf* dihvdr"Ophl ot"! r^^a 

^Xjr •LJk^GXXZJ cxAiix VXw wi«i>xxjr vxx. wv^xx^wx XUC 


2006 


N-{ { IS, 2R)-l-{ 3, 5-dif luorobenzyl) -3 -[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (1- . 

XLIC: ^XXj^ X XXX XXilXLXCLXwX ^ jf X / X^CXX^GUUXUCS 


2007 


4- (acetylamino) -N-{ (IS, 2R) -1- (3,5- 

dif luorobenzyl) -3- 1 (3-ethylbenzyl) amino] -2-"' 

hydroxypropyl }butanamide trif luoroacetate 


2008 


N^-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3 -[ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl ) -N^- { [ ( 3 S ) - 
tetrahydrof uran-3 -yloxy] carbonyl } -D- 
leucinamide 
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N-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -3 - 
(pyrroliclin-3-ylsulf ohyl ) benzamide 


2010 


N-f f IS 2R) -1- (3 . 5-dif luorobenzvll -S-hvdrow- 
3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } -3 - 
[ ( dipropylamino ) methyl ] benzamide 
dihydrochloride 


2011 


N^- ( (IS 2R) -1- (3 , 5-dif luorobenzvl) -2 -hvdroxv- 
3-{ [ (IR) -1- (hydroxymethyl) -3- 
methylbutyl] amino} propyl) -5-methyl-N^,N^- 
diT3r oovl i s OTDh thai aini de 


2012 


N^-- [ (IS, 2R) -3- [tert-butyl ( eye lohexyl) amino] -1- 
(3 , 5-difluorobenzyl ) -2-hydroxypropyl] - 5- 
methyl-N^ , N^-dipropylisophthalamide 


2013 


N"*"- I (IS 2R) -1- (3 . 5-dif luorobenzvl) - 2 - hvdr oxv - 
3-{ [ (IS) -1- (hydroxymethyl) -2 , 2- 
dime thy Ipropyl ] amino } propyl ) -5 -methyl -N^ , N^- 
dipropy 1 i s ophthal amide 


2014 


N-^-fdS 2R)-l-(3 5-dif luorobenzvl) -3- ( f r (2R) - 
.1 -e thylpyrrolidin-2 -yl ] methyl } amino ) -2 - 
hydroxypropyl ] - 5 -methyl -N^ / N^- 
dipropylisophthalamide 


2 015 


( dimethylamino ) -2 , 2 -dimethy Ipropyl ] amino } -2- 
hydr oxypr opy 1 ) - 5 -methyl -N"^ , - 
dipropylisophthalamide 


2016 


N-*--((lS 2R)-l-(3 5-dif luorobenzvl) -3-1" r 2- 
( di i s opr opy 1 amino ) e t hy 1 ] amino } - 2 - 
hydroxypropyl ) - 5 -methyl -N^ , - 
dipropylisophthalamide 


2017 


Tcr^- MIC* o-DX «i _ f-i ^^cW f liiOTobpriTvl ) -3-f f (1- 
e thy Ipy r r o 1 i di n - 2 - y 1 ) me thy 1 ] ami no ) - 2 - 
hydroxypropyl ) - 5 -methyl -N^ , - 
dipr opy 1 i s ophthal ami de 


•301 ft 


IN l.\XO/^I\.y *3 L\"*- X-^CXXZijr X^J/^X X L^XX^XXXi «7 

yl) amino] -1- (3, 5-dif luorobenzyl) -2- 
hydr oxypr opyl ] - 5 -methyl -N^ , - 

^XX^X ViJ^ jr X X O ^^XX L*XXa. ^ O-LLL-I. 


2019 


N^-{ {1S,2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 
3 - [ ( 3 -pyrrolidin-l-ylpropyl) amino] propyl} -5- 
methyl-N^ , -dipropylisophthalamide 




JM \ V -Lo / i&rty —X— \ J / 3— uxxxuox Oxjenzyx / — o l L -5 — 

( dimethylamino ) propyl ] amino } - 2 - 
hydroxypropyl ) - 5 -methyl -N^ , N*^ - 

UX^ X (k^^ jr X X S W^Xl L.XXCL X CLLllX LXC7 


2021 


N^- [ (IS, 2R) -3-{ [2- (acetylamino) ethyl] amino} -1- 
(3 , 5-difluorobenzyl) -2-hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisophthalamide 


2022 


N^- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -2-hydroxy- 
3-{ [2- (6-oxo-l, 4, 5, 6-tetrahydropyridazin-3- 
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yDphenyl] ainino}propyl) -5-methyl-N^,N^- 
dipr opyl i s oph thai amide 


2023 


N^- [ (IS, 2R) -3- [7-chloro-l- (2-hydroxy-3- 
methoxyphenyl ) -3 , 4-dihydroisoquinolin-2 ( IH) - 
yl] -1- (3 , 5-dif luorobenzyl ) -2-hydroxypropyl] - 
5-methyl-N^ , N^-dipropylisophthalamide 


2024 


N^-[ {lS,2R)-3-{ [4-(l- 

cyanocyclopentyl ) phenyl ] amino } -1- ( 3 , 5- 
difluorobenzyl) -2-hydroxypropyl] - 5 -methyl - 
N^,N^-dipropylisophthalamide 


2025 


N^-[ {lS,2R)-3-({4-[4- 

( ace tylamino ) phenoxy ] phenyl } amino ) - 1 - ( 3 , 5 - 
difluorobenzyl) -2-hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


2026 


N^-[ (lS,2R)-3-[ (4 -benzoyl -2, 3- 
dimethylphenyl) amino] -1- (3 , 5-dif luorobenzyl) - 
2 -hydr oxypr opy 1 ] - 5 -me thy 1 -N*^ , - 
dipropylisophthalamide 


2027 


N^- [ (1S,2R) -3- [ (2-amino-2-oxo-l- • 

phenyl ethyl) amino] -1- (3 , 5-dif luorobenzyl) -2 - 

hydr oxypr opy 1 ] - 5 -methyl -N^ , - 

dipropyl isophthalamide 


2028 


N"*^- ( (IS/ 2R) -1- (3 , 5-dif luorobenzvl) -2-hvdroxv- 
3-{4- t (l-methyl-lH-imidazol-2- 
y 1 ) me thy 1 ] piper az in- 1 -y 1 } propyl ) - 5 -methyl - 
, N^-dipropylisophthalamide 


2029 


N^-( (lS,2R)-l-[3,5- 

bis (trif luorome thy 1) benzyl] -2-hydroxy-3-{ [3- 
(trifluoromethyl) benzyl] amino}propyl) -5- 
methyl-N^ , N^-dipropylisophthalamide 


2030 


(IS, 2R) -N^- [2- (tert-butylthio) ethvl] -N^- 
{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2- 

hydroxypropyl} cyclopropane- 1 , 2-dicarboxamide 


2031 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } - 4 , 5- 
dihydronaphtho [2 , 1-d] isoxazole-3-carboxamide 


2032 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl}-l -methyl - 
IH-benzo [g] indazole-3-carboxamide 


2033 


N-{ (1S,2R) -1- (3, 5 -difluorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2 -methyl - 
1 , .3- thiazole-4-carboxamide 


2034 


N- { { IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- 
methoxy-lH-pyrrole-3 -carboxamide 


2035 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -9-oxo- 
1, 2; 3 , 9-tetrahydrocyclopenta [b] cliromene-7- 
carboxaitiide 
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2036 


N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2-oxo- 
2 , 3-dihydro-lH-benziinidazol-5-yl) acetamide 


2037 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydro3cypropyl} -2- (2-oxo- 
2 , 3-diliydro-l, 3-benzoxazol-5-yl) acetamide 


2038 


2 - [ 2 - ( 1 , 3 -benz oxazo 1 - 2 -yl ) phenoxy ] -N- 
{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } acetamide 


2039 


5-chloro-N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
[ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 
morpho 1 in- 4 -ylbenzami de 


2040 


3- (3-chloroisoxazol-5-yl) -N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl ) -3- [ (3 -ethylbenzyl ) amino] -2- 
hydroxypr opy 1 } pr opanami de 


2041 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 4 - ( 6 - 
methoxy-1, 1 • -biphenyl-3-yl) -4-oxobutanamide 


2042 


4- (l-benzofuran-2-yl) -N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3-[ ( 3 -ethylbenzyl) amino] -2- 
hydroxypropyl } -4-oxobutanamide 


2043 


N- { { IS , 2R) -1- ( 3 , 5-difluorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl} -2 -oxo- 
1,2,3, 4-tetrahydroquinoline-3-carboxamide 


2044 


2- (l-benzofuran-2-yl) -N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } -2 -methylpropanamide 


2045 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- t (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 6 - 
methoxy-l-benzof urcua-2 -caxboxamide 


2046 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2- [4- (IH- 
pyrrol-l-yl ) phenyl ] propanamide 


2047 


N- { ( IS , 2R) -1- ( 3 , 5-difluorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } - IH- 
imidazo [1, 2-b]pyrazole-6-carboxamide 


2048 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 2 - [ ( 4 - 
methyl-1, 3-thiazol-2-yl) thio] acetaitiide 


2049 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2- 
methoxy-4- (methylthio)benzamide 


2050 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 2 - 
hydroxy-4- (propionylamino) benz amide 


2051 


N-{(lS,2R)-l-(3, 5-difluorobenzyl ) -3- [ ( 3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 6 - { [ ( 4 - 
methylphenyl ) sulfonyl] amino) -4-oxohexanamide 


2052 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2-hydroxypropyl} - IH- 
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benzimidazol e- 5 -carboxamide 


2053 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thy Ibenzyl) amino] -2-hydroxypropyl}-2-inethyl- 

2- (1-oxo-l, 3-dihydro-2H-isoindol-2- 

yl ) propanamide 


2054 


7- (acetylamino) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ ( 3 -ethy Ibenzyl) amino] -2- 

hydroxypropyl } -2-metliylquinoline-5- 

carboxamide 


2054A 


W^- ( tert-butoxycarbonyl) (IS, 2J?) -1- (3 , 5- 
dif luorobenzyl) -3- [ ( 3 -etliy Ibenzyl) amino] -2- 
liydroxypropyl} -b-alaninaiciide 


2055 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl } -3 - 
hydroxy- 3 -propylhexanamide' 


2056 


N-{ (IS, 2R)-1« (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 -phenyl- 

2- (IH-pyrrol-l-yl)acetamide 


2057 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-l-methyl- 
5 -phenyl - IH -pyr a z o 1 e - 3 - car boxami de 


.2058 


N-{ (lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 3 -oxo- 

2,3- dihydr 0 - IH- i s o indo 1-1 -y 1 ) ace t ami de 


2059 


4- [2- (acetylamino) --4, 5-dimethylphenyl] -N- 
{ (IS, 2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -4- 
oxobutanamide 


2060 


6-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 - ethylbenzyl ) amino ] - 2 - 

hydroxypropyl}pyrazine-2-carboxamide 4-oxide 


2061 


N-{(lS,2R)-l-{3,5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 6- 
methoxypyrazine-2 -carboxamide 4-oxide 


2062 


2- (IH, 1 *H-2 , 2 ' -biimidazol-l-yl) -N-{ (1S,2R) -1- 
(3, 5 -dif luorobenzyl) -3-[ (3- 

ethy Ibenzyl ) amino ] -2 -hydroxypropyl } acetamide 


2063 


5-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 - ethylbenzyl ) amino ] -2 -hydroxypropyl } - 2 , 3 - 
dihydr o - 1 -benzo f uran- 7 - carboxamide 


2064 


N-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl ) - 2- 
( tl/2, 4] triazolo[4,3-b]pyridazin-6- 
ylthio) acetamide 


2065 


N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino ] -2 -hydroxypropyl } - 5 -methyl - 

l-pyridin-4-yl-lH-l, 2 , 3-triazole-4- 

carboxamide 


2066 


2-butyl-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } -4 - 
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oxo-3 , 4-dihydroquinazoline-6-carboxamide 


2067 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) .3- [ (3- 
e thylbenzy 1 ) amino ] - 2 -hydroxypr opyl } - 4 - ( 7 - 
methbxy-l-benzof uran-2-yl ) ~4--oxobutanamide 


2068 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) aitiino ] -2 -hydroxypropyl } -2 - [ ( 2 - 
'ethyl-l-oxo-2 , 3-dihydro-lH-isoindol-5- 
y 1 ) oxy ] pr opanami de 


2069 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl }pyraz ine- 
2-carboxaiTiide 4-oxide 


2070 


7-chloro-N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } guinoline-2 -carboxamide 


2071 


2-cyano-N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2-hydroxypropyl}-3- 
(3 , 4-dimethoxyphenyl ) -2 -me thy Ipr opanami de 


2072 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 
hydroxy-5- (propionylamino) benzamide 


2073 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - [ 2 -0x0- 
5- (trif luoromethyl)pyridin-l (2H) - 
yl ] pr opanami de 


2074 


5- (4-chlorophenyl) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl ) -3 - [ (3-ethylbenzyl ) amino] -2- 

hydroxypropyl } -2 - fur amide 


2075 


4-cyano-N-{ (1S,2R) -1- (3 , 5-difluorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2-hydroxypropyl} -3- 
(lH-pyrrol-l-yl) thiophene- 2 -carboxamide 


2076 


N-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 , 5- 
bis (methyl thio ) isothia2ole-4-carboxamide 


2077 


2-chloro-4-cyano-N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 

hydroxypropyl } benzamide 


2078 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 

ethylbenzyl ) amino ] -2-hydroxypropyl } -3 - 

[ ( me thoxy acetyl ) amino ] -3 -pheny Ipr opanami de 


2079 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3-f luoro- 
4 -morpho 1 in- 4 -y Ibenzamide 


2080 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (1- 
oxidothiomorpholin-4-yl ) butanamide 


2081 


4-chloro-N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2-hydroxypropyl}-l, 3- 
dimethyl-lH-pyrazolo [3 , 4 -b] pyridine- 5- 
carboxamide 


2082 


N-{2-[({(lS,2R)-l-(3, 5-difluorobenzyl ) .3 - [ ( 3 - 
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ethylbenzyl ) amino ] -2 - 

hydr oxypropyl } amino ) carbony 1 ] phenyl } - 5 - 
me thvl - 2 — fur ami de 


2083 


1« (cyanomethyl) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- t (3 -ethylbenzyl) amino] -2- 

hvdroxvDropvl } -IH-ovxrole— 2 -cairboxamide 


2084 


N^- (2-chloropyridin-3-yl) -N*-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hvdroxvnroDvll succinamid© - - 


2085 


3- (cyclopentyloxy) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 

hvdroxvoroDvl 1 — 4— methoxvbenzamide 


2086 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3,- 
ethylbenzyl ) amino ] -2 -hydr oxypropyl } - 2 - ( 5 - 
ovxrolidin— 1— vl— 2H— tetraazol— 2-vl) ace t amide 


2087 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2 , 5- 
dime thvl — 1 — ohenvl — IH — nvr r o 1 e — 3 — c arboxami de 


2088 


1- (4-acetylphenyl) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 

hvdroxvDroDvl lDiDeridine-4— carboxamide 


2089 


N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl ) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 -methyl- 
2— ( lH-1 . 2 , 4-triazol— 1-vl ) nroDanamide 


2090 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino.]. -2 -hydroxypropyl } - 5 - 
(piperidin-l-ylmethyl ) -2-fur amide 


2091 


N-l {IS 2R) -1- (3 5-dif luorobenzvl ) -3- F f3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methyl- 
2 , 3-dihydro-l-benzothiophene-2-carboxamide 
1,1 -dioxide 


2092 


2- (2 1 3-berLzoxadiazol-5-vl) -N-f f IS 2R^ -1- 

(3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) aiaino ] -2 -hydroxypropyl } -1 , 3 - 

thiazole-4-carboxamide 


2093 


N-'T n ^ 2R) -1- (3 5-dif luorobenzvl ) -3- F ^3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} - 4 , 5- 
dihydrofuro [2 , 3-g] [2, l]benzisoxazole-8- 

r^a T*"hfSvr3Tn'i 


2094 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [ (4- 
TTif^t'hvl — 1 -.2.3 — thiadiaznl — vl ) thi o 1 ar*^'t"aTn'i d^ 


2095 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl }-l- (2- 
furovl^ — 4— hvdroxvDrolinamide 


2096 


N-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4-oxo- 
4,5, 6, 7- tetrahydro-1 -benzofuran- 3 -carboxamide 


2097 


4 , 5-dichloro-N- { (IS , 2R) -1- (3 , 5- 

di f luorobenzyl ) - 3 - [ (3 - ethylbenzyl ) amino ] - 2 - 
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hydroxypropyl } isothiazole-B -carboxamide 


2098 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^- (1,3- 
thiazol-2 -yl ) pentanedi amide 


2099 


N-acetyl-4-chloro-N- { ( IS , 2R) -1- ( 3 , 5- 

dif luorobenzyl) --3- [ (3-ethylbenzyl) amino] -2- 

hydroxypropyl } plienylalaninamid.e 


2100 


8-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 --etliylbenzyl ) amino] -2 -hydroxypropyl } -4- 
hydroxycinnoline-3 -carboxamide 


2101 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl} - 2 , 6- 
di oxohexahvdr ODvr imi dine — 4 — c ar boxami de 


2102 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- . 
ethy Ibenzyl ) amino ] -2 -hydroxypropyl } -4 - ( 5 - 
methvl— 4— Dhenvl— 1 , 3— oxazol— 2-vl ) benzamide 


2103 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) aiaino] -2 -hydroxypropyl } -2- 
phenyl imidazo [ 1 , 2 -a] pyridine - 6 - car boxami de 


2104 


N-f (IS, 2R) -1- (3 , 5-difluorobenzvl) -3- [ (3- 
ethy Ibenzyl ) amino ] -2 -hydroxypropyl } -3 - [ 3 - ( 4- 
methoxyphenyl) -1, 2 , 4-oxadiazol-5- 
yl ] propanamide 


2105 


ethylbenzyl) amino] -2 -hydroxypropyl} -2- (4- 
methyl-1, 2, 3-thiadiazol-5-yl) -1, 3-thiazole-4- 
carboxamide 


2106 


N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethy Ibenzyl ) amino] -2 -hydroxypropyl } -5-me thy 1- 
2 — r)henvl-2H-l # 2 * 3-triazole— 4-carboxamide 


2107 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} - 4- (3- 
pyridin-2-yl-l, 2, 4-oxadiazol-5-yl)butanamide 


2108 


N-f (IS 2R) -1- n 5-difluorobenzvl) -3- F (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -1, 3- 
dimethyl-lH-thieno [2 , 3-c]pyrazole-5- 
c arb oxami de 


2109 


4- (1, 3-benzodioxol-5-yl) -N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl }butanamide 


2110 


TJ-f (IS 2R) -1- (3 5-difluorobenzvl) -3- f (3- 
ethylbeoizyl) amino] -2-hydroxypropyl} -3 -methyl - 
5- ( 4 -methyl -1 , 2 , 3 -thiadiazol-5-yl ) isoxazole- 
4 - c arboxami de 


2111 


( dimethylamino ) -1 -methyl ethyl ] amino } -2 - 
hydroxypropyl ) - 5 -me thy 1 -N^ , - 
dipr opy 1 i s ophthalamide 


2112 . 


N"-- [ ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -2~hydroxy- 
3- (2-methylinorpholin-4-yl)propyl] -5-methyl- 
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, N'^-dipropylisophthalaitiide 


J. J 


3-{2- [hydroxy (phenyl)methyl] -4- 

me thylpiperaz in- l~yl} propyl ) -5-methyl-N^ / N^- 

CL J. U. tb Q^Il UlicL X CUTLL CL6 


2114 


N^-( (1S,2R) -1- (3, 5-difluorobenzyl)-2-hydroxy- 
3-{ [ (2R) -2-methylbutyl] ainino}propyl) -5- 
methyl-N^ , N^-dipropylisophthalamide 


2115 


IN ~ L V XO / ^iv/ — O "* \ L ^ \ ClieuIiyXallLLIlO / — X — 

methylbutyl] amino} -1- (3 , 5-dif luorobenzyl ) -2- 
hydr oxypr opy 1 ] - 5 -methyl -N'^ , - 
dipr opy 1 i s oph thai ami de 


2116 


w -I ( lo , zK; --1- ( o / o-airiuoroDenzyl ; -2— nyciroxy- 
3-[ (2-hydroxy-l, 1- 

dime thylethyl ) amino ] propyl } - 5 -methyl -N^ , N^- 
dipropylisophthalamide 


2117 


JM V I j-o / zK; -1- V ^ / D-ait luorooenzyx } -2— nycuroxy— 
3-{ [3- (2-methylpiperidin-l- 
yDpropyl] amino}propyl) -5-methyl-N^,N^- 
dipr opy 1 i s oph thai ami de 


2118 


JM — V V Xo / zK) —X- V o , D— QirxuoroDenzyx ; — nyaroxy- 
3~{ [5- ( trif luoromethyl) -1, 3 , 4-thiadiazol-2- 
y 1 ] amino } propyl ) - 5 -me thy 1 -N^ , - 
dipropylisophthalamide 




N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -2 -hydroxy- 
-o - 1 1 j-mecnyx— 4 , d , o , /-cecraJiyciro— oH-oXamDCla4'- 
[l, 3] thiazolo[5, 4-c]pyridin-2- 
yl ) amino ] propyl } - 5 -me thyl -N^ , - 
ux px opy X X o opn u iia X oiux 




N^-[ {lS,2R)-3- [ (3-ethylbenzyl)amino] -2- 
hydroxy-l- (IH-pyrazol-l-ylmethyl) propyl] -5- 

meufiyx— JNi ,jn — axpropyxxsopncnaxamxae 


2121 


3 , 5 -bis (acetylamino) -N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl }benzamide 




N - 14- (amxnosuxtonyx ) pnenyx J -N^-i (IS, 2R) -1- 
(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
nyor oxypr opyx / sue cxnarnxQe 




N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypr opyl } - 4 - 
LmeuHyx (metinyxsuxronyx; amxno j JDenzamxae 




1-acetyl-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 -e thylbenzyl ) amino ] -2 - 
nyctr oxypr opy X /pxperxu.xne-4— carJDoxamxQe 


2125 • 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 

methoxyphenoxy ) propanamide 


2126 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypr opyl } -N^- 
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me t hy 1 sue c i naini de 


2127 


N^-{(lS,2R)-l-(3,5-dif luor obenzy 1 ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } --N^- (2,6- 
dimethylphenyl ) succinamide 


2128 


N-acetyl-N- { { IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - 
[ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } -D- 
phenylalaninamide 


2129 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2-- [ (4- 
me thylphenyl ) sul f onyl ] acetamide 


2130 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2- 
{ [ (ethylamino) carbonyl] amino }benzamide 


2131 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } - 1 -phenyl - 
1,4,5, 6-tetrahydrocyclopenta[c]pyra2ole-3- 
carboxamide 


2132 


4- (cyclopentyloxy) -N-{ (IS, 2R) -1- (3 , 5- 

di f luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] -2- 

hydroxypropyl }benzamide 


2133 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -N^- 
pyr i din- 3 -y 1 sue c inami de 


2134 


N^- { (IS, 2R) -1- (3 , 5 -dif luorobenzyl ) -3 - [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^- 
pheny 1 sue e inami de 


2135 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 , 4- 
dihydroxybenzamide 


2136 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -5- ( IH- 
1,2, 4-triazol-l-yl ) pentanamide 


2137 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylberizyl ) amino ] -2 -hydroxypropyl } -2 -phenyl- 
1, 3-oxazole-4-carboxairiide 


2138 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -7 - 
methoxy-4-oxo-l ,2,3, 4-tetrahydronaphthalene- 
2 -carboxamide 


2139 


N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4- { 4- 
[ (methylsulf onyl ) amino] phenyl } -4- 
oxobu t anami de 


2140 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2-hydroxypropyl} - 4- 
hydroxy-7 -methoxy-l-benzof uran- 5 -carboxamide 


2141 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} - 4- 
hydroxy- 7 -me thoxy- 1 -benzo thiophene- 5 - 
carboxamide 
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2142 


N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } ^3 , 6 , 6 - 
triinethyl-4-oxo-4, 5, 6, 7-tetrahydro-l- 
benz 0 fur an- 2 - carboxami de 


2143 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypr opy 1 } - 5 , 6 - 
dihydro-4H-cyclopenta [b] thiophene-2- 
carboxamide 


2144 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl ) - 1 , 3 - 
t hi a z d 1 e - 4 - c ar bbxami de 


2145 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2- 
pyridin-2-yl-l,3-thiazol-4-yl)acetamide 


2146 


N^- [ 5" ( amino sulfonyl ) -1 , 3 , 4- thiadiazol-2-yl] - 
N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ {3- 
ethylbenzyl ) amino] -2- 
hydr oxypropyl } succinamide 


2147 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydr oxypropyl } - 3 - 
hydroxy- 6 -neopentylpyr idine-^ 2 - carboxami de 


2148 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl) amino] -2-hydroxypropyl}-l- (4- 
f luorophenyl) -1, 4, 5, 6- 

tetrahydrocyclopenta [c] pyrazole-3-carboxamide 


2149 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino] -2 -hydroxypropyl } -2 -methyl- 
5 , 6 , 7 , 8-tetrahydro-4H-pyrazolo [1 , 5-a] azepine- 
3 - carboxami de 


2150 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydr oxypropyl } -2 -methyl- 
3-fur amide 


2151 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - 
fur amide 


2152 


N- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydr oxypropyl } - 4 - { 2 - 
hydroxyethoxy ) benzamide 


2153 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } thiophene- 
2 -carboxami de 


2154 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
dime t hy Iph thai ami de 


2155 


N-{ (is, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino ] -2 -hydroxypropyl } - 5 -methyl - 

2-phenyl-l, 3-oxazole-4-carboxamide 


2156 


N-{ (is, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2 -hydroxypropyl } -4- ( 1 , 3 - 
dioxo-1, 3-dihydro-2H-isoindol-2-yl) -2- 
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hydroxybutanaitiide 


2157 


2- ( 2H-1 ,2,3 -benzotriazol-2-yl ) -N- { ( is , 2R) -1- 
( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 

ethylbenzyl ) amino] -2-hydroxypropyl)butariamide 


2158 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydro3cypropyl} -IH- 
indazole-3 -carboxamide 


2159 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydro3Q^ropyl } -3 - 
hydroxyquinoxal ine- 2 -carboxamide 


2160 


2- (acetylamino) -N-{ {1S,2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl} -4 , 5-dimethylthiophene-3- 
Ccurboxamide . 


2161 


N^- ( 2 -cyanophenyl) (IS, 2R) -1- (3 , 5- 

dif luorobenzyl ) -3- [ (3 -ethylbenzyl ) amino] -2- 

hydroxypropyl } succinamide 


2162 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -1-ethyl- 
lH-indole-2 -carboxamide 


2163 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1- 
benzofuran-2 -carboxamide 


2164 


1-benzyl-N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- 
( (3 -ethylbenzyl) amino] -2-hydro3<ypropyl}-3, 5- 
dime thyl - iH-pyr az o 1 e- 4 - carboxamide 


2165 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^- [ (4- 
methylphenyl ) sulf onyl ] glycinamide 


2166 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- . 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4 , 8- 
dihydroxyquinoline-2 -carboxamide 


2167 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 - ( 1 , 1- 
dioxidotetrahydrothien-3-yl ) acetamide 


2168 


methvl 5- [ ( { (IS, 2R)-1- (3, 5-dif luorobenzvl) -3- 
[ (3 -ethylbenzyl) amino] -2- ' 
hydroxypropyl } amino ) carbony 1 ] - IH- 
benz imi da zol-2-ylc arbama t e 


2169 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3- t (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -2- (2- 
methyl-1 , 3 -benzoxazol-5-yl) acetamide 


2170 


N-( (IS. 2R) -1- (3 . 5-dif luorobenzvl) -3 - r ^3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- 
[ethyl (methyl ) amino] -4-hydroxypyrimidine-5- 
carboxamide 


2171 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzy 1 ) amino ] - 2 -hydroxypropyl } - 2 - ( 2 - 
pyridin-4-yl-l, 3-benzoxazol-5-yl) acetamide 


2172 


4- [2- (diethylamino) ethoxy] -N-{ (IS, 2R) -1- (3,5- 
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difluorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } ben z amide 


2173 


3- (aminosulfonyl)-4-chloro-N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - [ ( 3 - e thylbenzyl ) amino ] - 2 - 
hydr oxypropyl } benzamide 


2174 


2- (diethylamino) -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl ) - 3- [ (3-ethylbenzyl ) amino] -2- 

hydroxypropyl } -4 -hydroxypyrimidine- 5 - 

carboxamide 


2175 


N-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5 , 6,7,8- 
tetrahydro-4H-cyclohepta [c] isoxazole-3- 
carboxamide 


2176 


N^- { ( 1 S , 2R) - 1 - ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
e thylbenzyl ) amino ] -2 -hydrox^ropyl } -N^ , N*- 
dipheriylsuccinamide 


2177 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl ) - 6 - 

hydroxy- 4 -me thy Ipyr idi ne - 2 - carboxami de 


2178 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2 - 
phenylimidazo [1, 2-a]pyridine-7-carboxamide 


2179 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydro3QTpropyl}guinoline- 
4 -carboxamide 


2180 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (1,3- 
dimethyl-2 , 6-dioxo-l ,2,3, 6-tetrahydro-9H- 
purin-9-yl) acetcimide 


2181 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2 -hydroxypropyl} -5- 

methoxy-lH-indole-2-carboxamide 


2182 


N- { ( IS , 2R) -1 - ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl } - 4 - ( 3 , 5 - 
dimethyl-lH-pyrazol-l-yl ) benzamide 


2183 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2-hydroxypropyl} --5 - 
methyl isoxazole-3 -carboxamide 


2184 


N-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ ( 3 - 

e thylbenzyl ) amino] -2 -hydroxypropyl} -3- 

methylisoxazole-5-carboxamide 


2185 


2-(l-benzothien-4-yl)-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } acetamide 


2186 


N-{ ( IS /2R)-1 -(3, 5-dif luorobenzyl) -3 -[ (3- 
ethy Ibenzyl ) amino] -2-hydroxypropyl} -3 -methyl - 
4-OXO-4, 5, 6, 7-tetrahydro-lH-indole-2- 
carboxamide 


2187 


N-{ (IS. 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2-hydroxypropyl } -1- 
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ben z o t hi ODhene — 2 — c a^rboxami dp 




N-{ (IS, 2R) -1- (3 , 5~dif luorobenzyl) "3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 6 - 

Invfi^roxvnicotinaTTin de 


2189 


N^- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ { 3 - 
ethylbenzyl) amino] -2-hydroxypropyl} -N^- [ (4- 
methvlnhenvl 1 sulfonvH — bpt"?5— r\r\ \ T\r\Tx\\ r^^=* 


2190 


N-{(lS,2R)-l-(3,5-di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 
hvdi^oxvcniiTiolirie— 4--r'<5T'bn'X'r3TnT c\(^ 

XX J \JIX w^Vjr Vj^VJLJLXXW «L. XXX w % wCLX> X./x/^CLXiULUC 


2191 


N-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3 -[ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypr opyl } - 2 - ( 5 - 

Jk^XXC^XXjr J. -i-li L. vl^ L. J- C3.C2. J- -L ^ J. / CLwC LrCUlUL 


2192 


4 - { [ ( cyclobutylcarbonyl ) amino ] methyl } -N- 
{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

ethvlbenzvl ^ ainiTiol — 2— hvr5T*owTiT"rj'nvl "Vb^a-n^aTni Ho 

^ l^XXJf XA-/wXX^jr J. y CLXLL.LXXWJ ^ XXjr wWjT JL / Xa^wXXi^CiULJLUC? 


2193 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (2-oxo- 
1 . 3 — benzoxazoT — { 2H^ — vl \ biihanr^m"! rip 


2194 


N"-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxypropyl}-2- (1,3- 

V-LX ^CLXXjr LXX W ^XX Xo^JXXlU^X ^ ^ X / XJU UCLXXClxllX LXC5 


2195 


N^-{ .(1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^- 

V L.C Ux CLiXyUx J- U.X. CLIX ^ y XiU^ L.xl^X / ^XxL.XlClJ.CUUXUe 


2196 


N-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydr oxypropyl }-4",(2,3- 
dihydr o - 1H-- indo 1-1 -y 1 ) - 4 -oxobu t anami de 


2197 


In — \ V xo , ^x\/ —X — V , o — cixi.xuoroj3enzy± } — j L \ J 
ethylbenzyl ) amino ] -2 - 

hydroxypropyl } thieno [3,2 -b] pyridine- 6- 

^ dX iJw^CLXlLX VXC? 


2198 


N-{.{1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl } -2 - [ ( 6 - 
methoxy-lH-benzimidazol-2-yl) thio] acetamide - 


2199 


1NI \ ^XO, ^£\) — i — \ 0 , J — ti-L J_ X LLUx OX^cSxlZyX / O L \ «3 

ethylbenzyl) amino] -2- 

hydroxypropyl } thieno [ 2 , 3 -c ] pyridine-2 - 
carboxamide 




^ \ j.n jjsixz xxnj.ua.20x z yx uiixo / jn— \ \ Xo / ^ss.) — x — 
( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2- 

xiyux ox^r^x opyx j^z. vj^dxiaxiixuc 


2201 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} - 3- [(2,4- 
di f luorobenzyl ) oxy ] propanamide 


2202 


N-f (IS. 2R) -1- (3 . 5-dif luorobenzvl) -3- F f 3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5, 6- 
dimethyl-4-oxo-3 , 4 -dihydro thieno [2,3- 
d] pyrimidine-2 -carboxamide 
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2203 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) --3- [ (3- 
e thylbenzy 1 ) amino ] - 2 -hydr oxypr opy 1 } - 1 - ( 2 - 
f luorophenyl ) -5-oxopyrrolidine-3 -carboxamide 


2204 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} - 4- (5- 
methyl-lH-tetraazol-l-yl)benzamide 


2205 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-2- (4,4- 
dimethyl-4, 5-dihydro-l, 3-oxazol-2- 
yl) thiopliene-3-carboxamide 


2206 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino ] -2 -liydr oxypr opyl } - 5- 

{ trif luorometlioxy) -lH-indole^2-carboxamide 


. 2207 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3 - [ (3- 
etliylbenzyl ) amino ] -2 -hydroxypropyl > -1-plienyl- 
5 -propyl - iH-pyr az o 1 e ~ 4 - carboxami de 


2208 


N- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5 - 
[ (pyridin-2-ylthio) methyl] -2 -fur amide 


2209 


5-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2 -hydroxypropyl} -2- 
morpliol in- 4 -ylpyrimi dine- 4 -carboxami de 


2210 


5-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
t (3 -ethylbenzyl) amino] -2 -hydroxypropyl} -3- 
methylrl-phenyl-lH-pyrazole-4-carboxamide 


2211 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4-methyl- 
1,2, 3 -thiadiazole- 5 -carboxami de 


2212 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 , 1 , 3 - 
benzoxadiazole-5-carboxamide 


2213 


N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 
[ (imidazo[l,2-a]pyridin-2- 
ylmethyl ) thio] acetamide 


2214 


2- (acetylamino) -N-{ (IR, 2R) -1- (3,5- 
dif luorobenzyl) -2 -hydroxy- 3- [ (3-- 
iodobenzyl ) amino] propyl } -1 , 3 -oxazole-4- 
carboxamide 


2215 


N-{ (IS, 2R) -1- [3- (cyclohexylmethyl) benzyl] -2- 
hydroxy-3- [ (3- 

methoxybenzyl ) amino ] propyl } acetamide 


2216 


1 2-{ [ ( { (IS, 2R) -l-benzvl-2-hvdroxv-3- F (3- 
methoxybenzyl ) amino ] propyl } amino ) carbonyl ] ami 
no} -N, N-dipropylethanesulf onamide 
hydrochloride 


2217 


.2- (3-azabicyclo[3 .2 .2]non-3-yl)-N-{ (1S,2R)-1- 
(3, 5-dif luorobenzyl ) -2-hydroxy-3- [ (3- - - 
iodobenzyl ) amino ] propyl } acetamide 


2218 


2- {4-ben2oylphenoxy) -N-{ (IS, 2R) -1- (3 , 5- 
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dif luorobenzyl) -2 -hydroxy- 3- [ (3~ 
iodobenzyl ) amino ] propyl }propanamide 


2219 


N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -2 -hydroxy- 
3- [ ( 3 -iodobenzyl) amino] propyl} -4" (7-methoxy- 
2,3-dihydro-l-benzofuran-4-yl) -4- 
oxobutanamide 


2220 


N-{ (IS, 2R) -1- [3- (cyclohexylmethyl) benzyl] -2- 
liydr oxy- 3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } - 3 - 
{ [ (trif luorometliyl) sulfonyl] amino }benzamide 
hydrochloride 


2221 


N^-{ (IS, 2R) -1- [3- (cyclohexylmethyl) benzyl] -2- 
hydroxy^3 - [ { 3 -me thoxybenzyl ) amino ] propyl } -5- 
methyl-N^ , N^-dipropylisophthalamide 
hydrochloride 


2222 


3-chloro-N- ( (IS, 2R) -1- (4-f luorobenzyl) -2 - 
hydroxy-3 - { [ 3 - 

( trif luoromethyl ) benzyl] amino} propyl ) benzamid 

e 


2223 


3-chloro«N-{ (1S,2R) -1- (4-f luorobenzyl) -2- 
hydroxy-3- [ (3- 

me thoxybenzyl ) amino] propyl }benzamide 


2224 . 


3"Chloro-N- { (IS, 2R) -1- (cyclohexylmethyl) -2- 
hydroxy-3-{ [3- 

( tr i f luoromethyl ) benzyl ] amino } propyl ) benzamid 
e 


2225 


3-chloro-N- { (IS, 2R) -1- (cyclohexylmethyl) -2- 
hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] propyl } benz amide 


2226 


N-( (lS,2S)-l-benzyl-2-hydroxy-3-{ [3- 
( tri f luoromethyl ) benzyl ] amino }propyl ) -3 - 
chl or obenz ami de 


2227 


N-{ (lS,2S)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } - 3 -chl or obenz amide 


2228 


3-{ [ ( 3 -chlorobenzyl) amino] sulfonyl }-N- 
((lS,2R)-l-(4- f luorobenzyl ) - 2 -hydroxy- 3 - { [ 3 - 
( tri f luoromethyl ) benzyl ] amino }propyl ) benzamid 
e 


2229 


3-{ [ (3-chlorobenzyl) amino] sulf onyl}-N- * 

{ (IS, 2R) -1- (4-f luorobenzyl) -2-hydroxy-3- [ (3- 

me thoxybenzyl ) amino] propyl }benzamide 




3 - { [ ( 3 -chlorobenzyl ) amino ] sul f onyl } -N- 

( (IS J 2R) -1- (cvclohexvlmethvl) -2-hvdroxv-3- 

{[3- 

( trif luoromethyl ) benzyl ] amino }propyl ) benzamid 
e 


2230 


2231 


3-{ [ (3-chlorobenzyl) amino] sulfonyl }-N- 

{ (IS, 2R) -1- (cyclohexylmethyl) -2 -hydroxy- 3- 

[ ( 3 -me thoxybenzyl ) amino] propyl }benzamide 


2232 


N-{ (IS, 2S) -l-benzyl-2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - { [ ( 3 - 



-359- 



wo 03/040096 





chlorobenzyl ) amino] siilf onyl }ben2aiiiide 


2233 


N-{ (1S,2R) -1- (4-fluorobenzyl) -2-hydroxy-3- 
[ {3-metho:qirbenzyl)aniino]propyl}-3-{ [ (3- 

methoxvbenzvl ) amino! sulf onvl "^ben7a■m•^ rio 


2234 


N- ( (1S,2R) -1- (cyclohexyimethyl) -2-hydroxy"3- 

{ [3 - (trifluoromethyl) benzyl] amino} propyl) -3- 
{ r ( 3 — msthoxvbsnzvH aitiinnl sulf onvl T''h*:aT»*7;:iTn'i Ha 


2235 


N-{ (1S,2R)-1- (cyclohexylmethyl)-2-hydroxy-3- 
[ ( 3 -methoxybenzyl) amino] propyl} -3 -{ [ (3- 
methoxvbenzvl ) amino 1 sul f onvl ) benzamid^ 


2236 


N-{ (lS,2S)-l-benzyl-2-liydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } -3 - { [ ( 3 - 
methoxybenzyl ) amino ] sul f onyl } benzamide 


2237 


methoxybenzyl ) amino ] - 1 - ( 4 - 

methylbenzyl ) propyl ] -N^ , N^-dipropylbenzene- 

1 f 3 # 5- tricar boxamide 


2238 


N^- [ (1R,2S) -2-hydroxy-3- (isopentylamino) -l-(4- 
methylbenzyl ) propyl ] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


2239 


N"*"- r (IR. 2S) -2-hvdroxv-3- F (3- 
methoxybenzyl ) amino ] - 1 - ( 4 - . 
methylbenzyl ) propyl ] - 5 -methyl -N^ , N^- 

di'oro'Dvlisnr^lit'Vial aTTiT H^ 


2240 


N^- [ (IR, 2S) -2 -hydroxy-3- (isopentylamino) -l-(4- 
methylbenzyl ) propyl ] - 5 -methyl -N^ , N^- • - - 
dipropylisophthalamide 


2241 


N'"'- r (IR. 2S) -2-hvdroxv-3- r f"?- 
methoxybenzyl ) amino ] - 1 - ( 4 - 
methylbenzyl ) propyl ] -W^ , N^- 
diDr O'DvloeTifcaTiedi ami A ^ 


2242 


N-"- [ (IR, 2S) -2 -hydroxy-3 - (isopentylamino) -1- (4- 
methylbenzyl ) propyl ] -N^ , N^- 


2243 


3- [ (dipropylamino) sul f onyl ] -N-[ (lR,2S)-2- 
hydroxy-3-[ (3-methoxybenzyl) amino] -1- (4- 
metl^vlb©^zvl ) oroovl 1 "oyoT^an^^Tn*! H<a 


2244 


3 - [ ( dipropylamino ) sul f onyl ] -N- [ ( IR, 2 S ) -2 - 
hydroxy-3 - ( i sopentylamino j -1- ( 4- 
methylbenzyl ) propyl ] propanamide 


2245 


M*^— r M Q 9P ^ — ^-Trv/Hynv^— r ^ — 

methoxybenzyl) amino] -1- (4- 
methylbenzyl ) propyl ] -N^ , N^- 


2246 


N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
methylbenzyl ) propyl ] -N^ , N^- 
dipropylpentanedi amide 


2247 


N^- [ (1S,2R) -2-hydroxy-3- (isopentylamino) -1- (4- 
methylbenzyl ) propyl ] -N^ , N^- 
dipropylpentanediamide 
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2248 


N- t ( IS / 2R) -3 - (benzylamino ) -2 -hydroxy- 1- { 4- 
methylbenzyl ) propyl ] -3 - 
[ (dipropylamino) sulf onyl]propanainide 


2249 


3- [ (dipropylamino) sulf onyl] -N- [ {1S,.2R) -2- 
hydroxy-3- (isopentyl amino) -1- (4- 
me thylbenzyl ) propyl ] propanamide 


2250 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 

me thoxybenzyl ) amino ] propyl } -3 - ( 4 , 5-dimethyl- 

2-furoyl) -5-methylbenzamide 


2251 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } - 2 -hydroxy- 3 - 
(isopentylsulfonyl) propanamide hydrochloride 


2252 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl)amino]propyl}-3"{ [ (2- 
me thoxye thyl ) (propyl ) amino ] sul f onyl } propanami 
de hydrochloride 


2253 


N^-{ (IR, 2R) -3- (benzylamino) - 2 -hydroxy- 1- 
[ (phenyl thio ) methyl ] propyl } -N^ , - 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


2254 


N^-{ (IR, 2R) -2-hydroxy-3- (isopentylamino) -1- 
[ (phenyl thio ) methyl ] propyl } -N^ , N"^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


2255 


N^-{ (IS, 2R) -3- (benzylamino) -1- [4- 
(benzyloxy ) benzyl ] -2-hydroxypropyl } -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


2256 


N^- [ (IS, 2R) -1- [4- (benzyloxy) benzyl] -2-hydroxy- 
3- (isopentylamino) propyl] -N^,N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


2257 


N^-[ (lS,2R)-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] - 1 - ( 1 - 

naphthylmethyl ) propyl ] -N^ , N^-dipropylbenzene- 
1 , 3 , 5-tricarboxamide 


2259 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (1- 
naph thy Ime thyl ) propyl ] -N^ , N^-dipropylbenzene- . 
1 , 3 , 5-tricarboxamide 


2260 


N^- [ (IS, 2R) -1- (2-furylmethyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


2261 


N^-{ (IS, 2R) -3- (benzylamino) -1- [3- 
(benzyloxy ) benzyl ] -2 -hydroxypropyl } -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


2262 


N^- [ (IS, 2R) -2-hydroxy-l- (4-hydroxyben2yl) -3- 
( isopentylamino ) propyl] -N^ , N^-dipropylbenzene- 
1,3,5- tr i carboxamide - - 


2263 


N^-( (lS)-l-{ (lR)-l-hydroxy-2-[ (3- 

me thoxybenzyl ) amino ] ethyl } but-3 -ynyl ) -N^ , N^- 

dipropylbenzene-1, 3 , 5-tricarboxamide 


2264 


N^-{ (IS) -1- [ (IR) -2- (benzylamino) -1- 
hydroxyethyl ] but-3-ynyl } -N^ N^- 
dipropylbenzene-1, 3 , 5-tricarboxamide 
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2265 


N^-{ (lS)-l-[ (lR)-l-hydroxy-2- 

( isopentylaitiino ) ethyl ] but-3 -ynyl } -n^ , n^- 

dipropylbenzene-1 , 3 , 5-- tricarboxamide 


2266 


N^- [ (IS, 2R) -3- (benzylainino) -1- 
( cyclohexylmethyl ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylbenzene-l, 3 , 5-tricarboxaiaide 


2267 


N^- [ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


2268 


N^- { (IS) -l-{ (IR) -l-hydroxy-2- [ (3- 
me thoxybenzyl ) amino ] ethyl } - 3 -me thylbutyl ) - 
, N^-dipropylbenzene~l , 3 , 5-tricarboxamide 


2270 


N^-{ (lS)-l-[ (lR)-l-hydroxy-2- 

( isopentylamino ) ethyl ] -3 -me thylbutyl } -N^ , N^- 

dipropylbenzene-l, 3, 5-tricarboxamide 


2271 


N^-{ (1R,2R) -3- (benzylamino) -2-hydroxy-l- 
[ (phenyl thio ) methyl] propyl } -5-methyl-N^ , N^- 
dipropyli soph thai amide 


2272. 


N^-{ (1R,2R) -2 -hydroxy-3-( isopentylamino )-l- 
[ (phenyl thio ) methyl ] propyl } -5 -methyl -N^ , N^- 
dipr opy 1 i s oph t ha 1 ami de 


2273 


N^-{ (IS, 2R) -3- (benzylamino) -1- [4- 
(benzyloxy) benzyl] -2-hydroxypropyl} -5-methyl- 
N^ , N^-dipropylisophthalamide 


2274 


N^- [ (IS, 2R) -1- [4- (benzyloxy) benzyl] -2 -hydroxy- 
3 - ( isopentylamino ) propyl ] -5-methyl-Nf , N^- 
dipropyl i sophthalamide 


2275 


N^-[ (lS,2R)-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino] -1- (1- 
naphthylmethyl ) propyl ] - 5 -methyl -N^ , - 
dipropyl i s ophthal amide 


2277 


N"-- [ (1S,2R) -2-hydroxy-3- (isopentylamino) -1- (1- 
naphthylme thyl ) propyl ] - 5 -methyl -N^ , - 
dipropyl i s oph tha 1 ami de 


1 

2278 


N^- [ (IS, 2R) -1- (2-furylmethyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -5-methyl-N^ , N^- 
dipr opy 1 i s ophtha 1 ami de 


2279 


N^-{ (IS, 2R) -3- (benzylamino) -1- [3- 
(benzyloxy) benzyl] -2-hydroxypropyl}-5-methyl- 
, N^-dipropylisophthalamide 


2280 


N^- [ (IS, 2R) -1- [3- (benzyloxy) benzyl] -2 -hydro3c/- 
3 - ( isopentylamino ) propyl ] -5-methyl-N^ , N^- 
dipr opy 1 i s oph tha 1 ami de 


2281 


N^- [ (IS, 2R) -1- (4-f luorobenzyl) -2.-hydroxy-3- 
( isopentylamino ) propyl ] -5-methyl-N^ , N^- 
dipropylisophthalamide 


2282 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- 
( thien-2 -ylme thyl ) propyl ] - 5 -me thyl-N^ , N^- - 
dipropyl i sophthalamide 


2283 


N^- { (IS) -1-{(1R) -l-hydroxy-2- [ (3- 
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methoxybenzyl ) amino ] ethyl }but-3 -ynyl ) -5- 
methyl -N^ , N^-dipropylisophthalamide 


2284 


N^-{ (IS) -1- [ (IR) -2- (benzylamino) -1- 
hydroxyethyl ] but-3 -ynyl } -5-methyl-N^ , N^- 
dipr opy 1 i s oph t hal ami de 


2285 


N^-{ (lS)-l-[ (lR)-l-hydroxy-2- 
( i s opentylamino ) ethyl ] but-3 -ynyl } - 5 -methyl - 
/N^-dipropyli soph thai amide 


2286 


N^- t (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
( isopentyl amino ) propyl ] -5 -methyl -N^ , - 
dipr opyl i sophthalami de 


2288 


N^-{ (lS)-l-[ (lR)~l-hydroxy-2- 
(isopentylamino) ethyl] -3-methylbutyl}-5- 
methyl -N^ , N^-dipropylisophthalamide 


2289 


N^-{ (1R,2R) -2-hvdroxy-3- [ (3- 
methoxybenzyl ) amino ] - 1 - 
[ ( phenyl thio ) methyl ] propyl } -N^ , N^- 
dipr opy Ipentanedi amide 


2290 


N^-{ (1R,2R) -3- (benzylamino) -2-hydroxy-l- 
[ (phenyl thio ) methyl ] propyl } -N^ , N^- 
dipr opy Ipent anedi ami de 


2291 


N^-{ (IR, 2R) -2-hydroxy-3- (isopentylamino) -1- 
[ (phenyl thio ) methyl ] propyl } -N^ , N^- 
dipr opy Ipent anedi amide 


2292 


N^-{ (IS, 2R) -3- (benzylamino) -1- [4- 
(benzyloxy ) benzyl ] -2 -rhydroxypropyl } -N^ , N^- 
dior odvId en t anedi ami de 


2293 ' 


N^- [ (IS, 2R) -1- [4- (benzyloxy) benzyl] -2-hydroxy- 
3 (isopentylamino ) propyl ] -N^ , N^- 
dioroTDvliDentanedi amide 


2295 


N^- [ (1S/2R) -3- (benzylamino) -2-hydroxy-l- (1- 
naphthylmethyl ) propyl ] -N^ , N^- 
dioroovlD en t anedi amide 


2296 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (1- 
.naphthylmethyl ) propyl ] -N^ , N^- 
dipr opy Ip en t anedi ami de 


2298 


N^- [ (IS, 2R) -3- (benzylamino) -1- (2-furylmethyl) - 
2 -hvdroxvDroDvl 1 -N^ . N^—dioroDvloentanedi amide 


2299 


N^-^ [ (IS, 2R) -1- (2-furylmethyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^- 
diiDr 0*0 vId en t ane di ami de 


2300 


N^-{ (1S,2R) -1- [3 - (benzyloxy) benzyl] -2 -hydroxy- 
3 - [ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , N^- 

diTDronvlTDentanedi amide 


2301 


N^- { ( IS > 2R) -3 - (benzylamino ) -1- 1 3 - 
(benzyloxy) benzyl ] -2 -hydroxypropyl } -N^ , N^- 
dipr opy Ipent anedi ami de 


[2302 


N^- [ (IS, 2R) -1- [3- (benzyloxy) benzyl] -2 -hydroxy- 
3- (isopentylamino) propyl] -N^,N^- 
dipropylpentanediamide 
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2304 


N^- [ (IS, 2R) -3- (benzylamino) -1- (4- 

f luorobenzyl ) -2 -hydroxypropyl ] -N^ , N^- 

dipropylpentanedi amide 


2305 


N^- t (1S,2R) -1- ( 4- f luorobenzyl) -2 -hydroxy-3- 
( isopentylamino) propyl ] -N^ , N^- 
dipropylpentanedi amide 


2306 


N^- [ (1S,2R) -3- (benzylamino) -2-hydro3cy-l- 
( thien-2 -ylmethyl ) propyl ] , N^- 
dipr opylpent anediami de 


2307 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- 
( thien-2-ylmethyl)propyl] -N^ ,N^- 
dipropylpentanediamide 


2308 


N^- t (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
hydroxybenzyl) propyl ] -N^ , N^- 
dipropylpentanediamide 


2309 


N^- [ (IS, 2R) -2-hydroxy-l- (4-hydroxybenzyl) -3- 

( i s open ty 1 amino ) propyl ] -N^ , - 
dipropylpentanediamide 


2310 


n'--^ (1S)-1-{ (lR)-l-hydroxy-2-[ (3- 
methoxybenzyl) amino] ethyl}but-3-ynyl) -N^,N^- 
dipropylpentanediamide 


2311 


N^-{ (IS) -I- [ (IR) -2- (benzylamino) -1- 
hydroxyethyl ] but-3 -ynyl } -N^ , N^- 
dipropylpentanedi amide 


2312 


N^-{ (lS)-l-[ (lR)-l-hydroxy-2- 

( isopentylamino ) ethyl ] but-3 -ynyl } -N^ , N^- „ ; 

dipropylpentanediamide 


2313 


N^-{ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
[ ( 3 -me thoxybenzyl ) amino ] propyl } -N^ , N^- 
dipropylpentanedi amide 


2314 


N^-[ (IS, 2R) -3- (benzylamino) -1- 
( cyclohexylmethyl ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylpentanediamide 


2315 


N^- [ ( IS, 2R) -1- (cyclohexylmethyl ) -2-hydroxy-3- 

( i sopentylamino ) propyl ] -N^ , N^- 
dipropylpentanedi amide 


2316 


N^-( (lS)-l-{ (lR)-l-hydroxy-2-[ (3- 
methoxybenzyl) amino] ethyl} -3-methylbutyl) - 
, N^-dipropylpentanediamide 


2317 


.N^-{ (lS)-l-[ (lR)-2- (benzylamino) -1- 
hydroxyethyl ] -3 -methylbutyl } -N^ , N^- 
dipropylpentanediamide 


2318 


N^-{ (IS)-l-t (lR)-l-hydroxy-2- 
( isopentylamino) ethyl] -3 -methylbutyl }-N^, N^- 
dipropylpentanedi amide 


2319 • 


3- [ (dipropylamino) sulf onyl] -N-{ (IR, 2R) -2- 
hydroxy-3 - [ ( 3 -me thoxybenzyl ) amino ] - 1 - 
[ ( phenyl thio ) methyl ] propyl } pr opanamide 


2320 


N-{ (IR, 2R) -3- (benzylamino) -2 -hydroxy-1- 
[ (phenyl thio ) methyl ] propyl } -3 - 
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[ ( dipropyl amino ) sulf onyl ] propanamide 


2321 


3-[ (dipropylamino) sulf onyl ] -N-{ {lR,2R)-2* 
hydroxy-3- (isopentylamino) -1- 
[ (phenyl thio ) methyl ] propyl } propanamide 


2322 


N-{ (IS, 2R) -3- (benzylamino) -1- [4- 
(benzyl oxy) benzyl ] -2 -hydroxypropyl } -3 - 
[ (dipropylamino) sulfonyl] propanamide 


2323 


N- [ (IS, 2R) -1- [4- (benzyloxy) benzyl] -2-hydroxy- 

3- (isopentylamino) propyl] -3- 

[ (dipropylamino) sulf onyl] propanamide 


2324 


N- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (1- 

naphthylmethyl ) propyl ] -3 - 

[ (dipropylamino) sulf onyl] propanamide 


2325 


3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -2- 
hydroxy-3 - (isopentylamino) -1- ( 1- 
naphthylmethyl ) propyl ] propanamide 


232i5 


N-[ (IS, 2R) -3- (benzylamino) -1- (2-furylmethyl) - 
2 -hydr oxypr opyl ] - 3 - 

[ (dipropylamino) sulf onyl] propanamide 


2327 


3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -1- (2- 
furylmethyl ) -2 -hydr oxy- 3- 
(isopentylamino ) propyl ] propanamide 


2328 


N-{(lS,2R)-l-[3 - (benzyl oxy) benzyl] -2-hydroxy- 
3 - [ ( 3 -methoxybenzyl ) amino ] propyl } -3 - 
[ (dipropylamino) sulf onyl] propanamide 


2329 


N-{ (IS, 2R) -3- (benzylamino) -1- [3- 
(benzyloxy ) benzyl ] -2 -hydr oxypr opyl } - 3 - 
[ { dipropylamino ) sul f onyl ] propanamide 


2330 


N- [ (IS, 2R) -1- [3 - (benzyloxy) benzyl] -2-hydroxy- 

3- (isopentyljamino) propyl] -3- 

[ (dipropylamino) sulf onyl] propanamide 


2331 


N- [ (IS, 2R) -3- (benzylamino) -1- (4- 
f luorobenzyl) -2 -hydr oxypr opyl] -3- 
[ (dipropylamino) sulf onyl] propanamide 


2332 


3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -1- (4- 

f luorobenzyl) - 2 -hydr oxy- 3- 

( isopentylamino ) propyl ] propanamide 


2333 


N- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- 
(thien-2-ylmethyl) propyl] -3- 
[ (dipropylamino) sulf onyl]propanamide 


2334 


3- [ (dipropylamino) sulf onyl] -N- ( (IS) -l-{ (IR) - 
l-hydroxy-2- [ (3- 

methoxybenzyl) amino] ethyl}but-3- 
ynyl ) propanamide 


2335 


N' - [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 
3- ( {3- [ (IZ) -prop-l-en-1- 
yl ] benzyl } amino ) propyl ] -5-methyl-N, N- 
dipropyl i sopht hal ami de 


2335 


N-{ (IS) -1- [ (IR) -2- (benzylamino) -1- 
hydroxyethyl ] but-3 -ynyl } -3 - 
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[ ( dipropylamino ) sulf onyl ] propanamide 


2336 


3 - 1 (dipropylamino) sulf onyl] -N-{ (IS) -1- [ (IR) - 
l-hydro3cy-2- (isopentylamino) ethyl] but- 3- 
yny 1 } pr opanami de 


2337 


N-{ (1S,2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
[ ( 3 -me thoxybenzyl ) amino ] propyl } - 3 - 
[ (dipropylamino) sul£onvl]prooanamide 


2338 


N- [ (IS, 2R) -3- (benzylamino) -1- 
( cyclohexylmethyl ) -2 -hydroxypropyl ] ^3 - 
[ (dipropylamino) sulfonyl] propanamide 


2339 


methyl [3- ( { [ (2R, 3S) -4- (3 , 5-dif luorophenyl) 
3 — ( { 3 - [ ( dioroDvl amino ) carbonvl 1-5- 
methylbenzoyDamino) -2- 

hydroxybutyl ] amino } methyl ) phenyl ] methylcarbam 
ate 


2339 


[ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy"3- 
( isopentylamino ) propyl ] -3 - 
[ (dipropylamino) sulfonyl] propanamide 


2340 


3- [ (dipropylamino) sulfoixyl] -N- ( (IS) (IR) - ' 
1 -hydroxy-2 - [ ( 3 -me thoxybenzyl ) amino ] ethyl } -3 - 
methylbutyl ) propanamide 


2341 


N-{ (lS)-l-[ (lR)-2-(ben2ylamino)-l- 
hydroxye thy 1 ] - 3 -methylbutyl }-3- 
[ (dipropylamino) sulf onyl] propanamide 


2342 


3- [ (dipropylamino) sulf onyl] -N-{ (IS) -1- [ (IR) - 
1 -hydroxy- 2- (isopentylamino) ethyl] -3- 
me thylbuty 1 } propanamide 


2343 


N""- [ (1S,2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methoxybenzyl ) propyl ] -N^ , N^-dipropylbenzene- 
1 / 3 , 5-tricarboxamide 


2346 


N-"- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (4- 
i sopropylbenzyl ) propyl ] -N^ , N^-dipropylbenzene- 
1 / 3 , 5-tricarboxamide 


2348 


N^- [ (IS, 2R) -3- (benzylamino) -2 -hydroxy-1- (4- 
methoxybenzyl ) propyl ] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


-2349^ 


N^- [ (IS, 2R) -2«hydroxy-3- (isopentylamino) -1- (4- 
methoxybenzyl ) propyl ] -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


2350 


N^- [ (IS, 2R) -3- (benzylamino) -1- (4-f luoro-3- 
methylbenzyl ) -2 -hydroxypropyl ] -N^ , N— 
dioroDvlbenzene-l # 3 . S-tricarhovarnn Ho 


2351 


N^- [ (IS, 2R) -1- (3-f luoro-4-methoxybenzyl) -2- 
hydroxy-3- (isopentylamino) propyl] -N^ ,N^- 
diDroDvlbenzene-l* 3 , 5-tricarbo3caTnif^Pfc 


2352 


(lS,2R)-3- (benzylamino) -2-hydro3cy-l- (4- 
i sopropylbenzyl ) propyl ] -5-methyl-N^ , N^- 
dipr opy 1 i s oph tha 1 ami de 


2353 


N-"- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (4- 
i sopropylbenzyl ) propyl ] -5-methyl-N^ , n^- 



-366- 



wo 03/040096 




PCT/DS02/36072 





dipropylisophthalamide 


2354 


N^^ { ( IS , 2R) "2 -hydroxy- 3 - ( isopentylamino) -1- [ 3 - 
( trif luoromethoxy ) benzyl ] propyl} -5 -methyl - 
, N^-dipropylisophthalamide 


2355 


N^- [ (IS, 2R) -3- (benzylamino) .-2-hydro^-l- (4- 
methoxybenzyl ) propyl ] -5-meth,yl-N^ , N^- 
dipr opy 1 i s oph thai ami de 


2356 


N^- [ (is, 2R) -2-hydroxy-3- (isopentylamino) -1- (4- 
methoxybenzyl ) propyl ] - 5 -methyl -N^ , - 
dipr opyl i s ophthalamide 


2357 . 


N^- [ (IS, 2R) -3- (benzylamino) -1- {4-f luoro-3- 
methylbenzyl) -2-hydroxypropyl] -5-methyl-N^N^- 
dipropylisophthalamide 


2358 


N' - ( (IS, 2R) -1- (3 , S-difluorobenzyl) -3-{ [URI- 
2 , 2-dioxido-3 , 4-dihydro-lH-2 , 1-benzothiazin- 
4 -yl ] amino } - 2 -hydr oxypropy 1 ). - 5 -me thy 1 -N , N- 
dipropylisophthalamide 


2359 


N'-((lS,2R)-l-(3, 5-dif luorobenzyl) -3-{ [ (4S)- 
2 , 2-dioxido-3 , 4-dihydro-lH-2 , l-benzothiazin- 
4-yl ] amino } -2 -hydroxypropyl ) -5-methyl-N, N- 
dipropyl i sophthalamide 


2358 


N^- [ (IS, 2R) -1- (4-fluoro-3-methylbenzyl) -2- 
hydroxy-3 - (isopentylamino ) propyl ] -S-methyl- 
, -dipropylisophthalamide 


2359 


N^- { (IS, 2R) -3- (benzylamino) -2-hydroxy-l- [3- 
( trif luorome thy 1 ) benzyl ] propyl } - 5 -methyl- 
, N^-dipropylisophthalamide 


2360 


W- [ (IS, 2R)-2-hydro3Q^-3- (isopentylamino) -1- (3- 
me thylbenzyl ) propyl ] - 5 -methyl -N^ , - 

dipropylisophthalamide 


2361 


N"- { (IS, 2R) --3- (benzylamino) -1- [3- (benzyloxy) - 
5 -f luorobenzyl] -2-hydroxypropyl} - 5 -methyl - 
, N^-dipropylisophthalamide 


2362 


N-"- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4- 
methoxybenzyl) -2-hydroxypropyl] -5-methyl- 
, N^- dipropylisophthalamide 


2363 


N"--! (1S,2R) -2-hydroxy-l- (3-methoxybenzyl) -3- 
[ ( 3 -me thoxybenzy 1 ) amino ] propyl } -N^ , - 
dipropylpentanediamide 


2364 


N"-[ ( IS, 2R) -3 -(benzylamino) -2-hydroxy-l- ( 3-. ' ' 
me thoxybenzy 1 ) propyl ] -N^ , - 
dipropylpentanediamide 


2365 


N"- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (3- 
me thoxybenzy 1 ) propyl ] -N^ , - 
dipr opy Ipentanedi ami de 




N^- [ (IS, 2R) -3- (benzylamino) -1- (3-chloro-5- 
f luorobenzyl ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylpentanediamide 


2367 


N^- [ (IS, 2R) -1- (3-chloro-5-f luorobenzyl) -2- 
hydroxy-3- (isopentylamino) propyl] -N^,N^~ 
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dipropylpentanediamide 


2368 


N-'^-{ (IS, 2R) -1- (3 , 5-dichlorobenzyl) -,2-hydro3cy- 
3 - [ ( 3 -methoxybenzyl ) amino ] propyl } -n' , N^- 
dipropylpentanedi amide 


2369 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3, 5- 
dichlorobenzyl) -2-hydroxypropyl] -n^,n^- 
dipropylpentanediamide 


2370 


N^- [ (IS, 2R) -1- (3 , 5-dichlorobenzyl) -2-hydro3Qr- 
3 - ( isopentylamino ) propyl ] -N^ , 
dipropylpentanediamide 


2371 


N^- { (IS, 2R) -2-hydroxy-l- (4-isopropylbenzyl) -3- 
[ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , N^- 
dipropylpentanediamide 


2311 


N^- [ (IS / 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
isopropylbenzyl ) propyl ] -N^., N^- 
dipropylpentanedi amide 


2312 • - 


N^- [ (IS, 2R) -2 -hydroxy-3- (isopentylamino) -1- (4- 
i sopr opylbenzyl ) propyl ] -N^ , N^- 
dipropylpentanediamide 


2313 


N^- { (IS, 2R) -1- [3-f luoro-5- 
( trif luoromethyl ) benzyl ] -2 -hydroxy- 3 - [ ( 3 - 
methoxybenzyl ) amino ] propyl } -N^ , N^- 
dipropylpentanediamide 


2314 


N^- { ( IS, 2R) -3- (benzylamino) -1- [3-f luoro-5- 
( tri f luoromethyl ) benzyl ] -2-hydroxypropyl } - 
, N^- dipropylpentanediamide 


2315 


N^- [ (IS, 2R) -1- [3-f luoro-5- 
( trif luoromethyl ) benzyl ] -2 -hydroxy-3 - 
(isopentylamino) propyl] -N^,N^- 

dipropylpentanediamide 


2316 


N^-{ (lS,2R)-2-hydroxy-3-[ (3- 
me thoxybenzy 1 ) amino ] - 1 - [ 3 - 
( tri f luoromethoxy ) benzyl ] propyl } -N^ , N^- 
dipr opy Ipen t anedi ami de 


2317 


N^-{ (IS, 2R) -3- (benzylamino) -2-hydroxy-l - [3- 
( trif luoromethoxy ) benzyl ] propyl } -N^ , N^- 
dipr opy Ipen t anedi ami de 


2318 


N^-{ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- [3- 
( tri f luoromethoxy ) benzyl ] propyl } -N^ , N^- 
dipr opylpentanedi amide 


2319 


N^- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4- 
methylbenzyl ) -2-hydroxypropyl ] -N^ , N^- 
dipr opy Ipent emedi ami de 


2320 


N^- [ (IS, 2R) -1- (3-f luoro-4-methylbenzyl) -2- 
hydroxy-3- (isopentylamino) propyl] -N^,N^- 
dipropylpentanediamide 


2321 


N^-{ (IS, 2R) -2-hydroxy-l- ( 4 -methoxybenzyl ) -3- 
[ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , N^- 
dipr opy Ipen t anedi ami de 


2322 


N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
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me thoxybenzyl ) propyl ] -N* , N*- 
dipropylpentanedi amide 


2323 


N^- [ (is, 2R) -2-hydroxy-3- (isopentylamino) -l-(4- 
methoxybenzyl ) propyl 3 -N^ , N^- 
dipropylpentanediamide 


2324 


(1S,2R) -1- (4-chlorobenzyl) -2-hydroxy-3" 
[ ( 3 -me thoxybenzyl ) amino ] propyl } -N^ , N^- 
dipropylpentanedi amide 


2325 


N^- [ (IS, 2R) -3- (benzylaitiino) -1- (4- 
chlorobenzyl ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylpentanedi amide 


2326 


N^- [ (IS, 2R) -1- (4-chlorobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^- 
dipropylpentanediaitdde 


2327 


N^~{ (1S,2R) -1- (l,3-benzodioxol-5-ylmethyl)-2- 
hydroxy-3 - [ ( 3 -me thoxybenzyl ) amino] propyl } - 
, N^-dipropylpentanediamide 


2328 


N^- [ (1S,2R) -1- (1, 3-benzodioxol-5-ylmethyl)-3- 
(benzylamino ) -2 -hydroxypropyl ] -N^ , N^- 
dipr opy Ipen t anedi ami de 


2329 


N^- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -2- 
hydroxy- 3 - ( isopentylamino ) propyl ] -N^ , N^- 
dipropylpentanediamide 


2330 


N^-{ (1S,2R) -1- (4-fluoro-3-methylbenzyl) -2- 
hydroxy-3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } - 
, N^-dipropylpentanediamide 


2331 


N^- [ (IS, 2R) -3- (benzylamino) -1- (4-f luoro-S- 
methylbenzyl ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylpentanediamide 


2332 


N^- [ (1S,2R) -1- (4-f luoro-3-methylbenzyl) -2- 
hydroxy- 3 - .( isopentylamino ) propyl ] -N^ , N^- 
dipropylpent anedi amide 


2333 


N^-{ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- [3- 
{ tr i f luoromethy 1 ) benzyl ] propyl } -N^ , N^- 
dipropylpentanediamide 


2335 


N^- [ (IS, 2R) -2-hydroxy-3- [ (3- 
methoxybenzyl) amino] -1- (3- 
methylbenzyl ) propyl ] -N^ , N^- 
dipropylpentanediamide 


2336 . 


N^- [ (1S,2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methylbenzyl ) propyl ] -N^ , N^- 
dipropylpentanediamide 


2337 


N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (3- 
methylbenzyl ) propyl ] -N^ , N^- 
dipropylpentanedi amide 


2338 


N^-{ (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] - 
2 -hydroxy- 3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } - 
liT , N'^-dipropylpentanediamide 


2339 


N^-{ (IS, 2R) -3- (benzylamino) -1- [3 - (benzyloxy) - 
5 - f luorobenzyl ] -2 -hydroxypropyl } -N^ , N^- 
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dipr opy Ipen t anedi ami de 


2340 


N^- [ (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] - 
2 -hydroxy- 3 - ( i sopentylamino ) propyl ] -N^ , N^- 
dipropylpentanediamide 


2341 


N^-{ (1S,2R) -1- (3-fluoro-4-methoxyben2yl) -2- 
hydroxy-3 - [ ( 3 -methoxybenzyl ) amino ] propyl } - 
W , N^-dipropylpentanediamde 


2342 


N^- t (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4- 
methoxybenzyl ) -2 -hydroxypropyl ] -N^ , N^- 
dipropylpentanediamide 


2343 


N^- [ (IS, 2R) -1- (3-f luoro-4-inethoxybenzyl) -2- 
hydroxy-3 - ( i sopentylamino ) propyl ] -N^ , N - 
dipr opy Ipen t ane di ami de 


2344 


N^- [ {IS, 2R) -3- (benzylamino) -1- ( 3 -bromobenzyl ) - 
2 -hydroxypropyl ] -N^ , N^-dipropylpentanediamide 


2345 


N^-[ (1S,2R) -l-( 3 -bromobenzyl )-2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^- 
dipropylpent anedi amide 


2346 


N- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methoxybenzyl ) propyl ] -3 - 
[ ( dipr opy 1 ammo) sulf onyHpropanamide 


2347 


3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -2- 
hydroxy-3- (isopentylamino) -1- (3- 
methoxybenzyl ) propyl ] propanamide 


2348 


N- [ (IS, 2R) -3- (benzylamino) -1- (3 , 5- • 
dichlorobenzyl) -2 -hydroxypropyl] -3- ' 
[ (dipropylamino) sulf onyl] propanamide 


2349 


3-[ (dipropylamino) sulfonyl] -N-{ (lS,2R)-2- 
hydroxy-1- (4-isopropylbenzyl) -3- [ (3- 
methoxybenzyl ) amino] propyl } propanamide 


2350. . 


N-[ (1S,2R) -3- (benzylamino) -2-hydroxy-l- (4- 

i sopropylbenzyl ) propyl ] -3 - 

[ (dipropylamino) sulf onyl] propanamide 


2351 


3-[ (dipropylamino) sulfonyl] -N- [ (lS,2R)-2- 
hydroxy-3- (isopentylamino) -1- (4- 
i sopropylbenzyl ) propyl ] propanamide 


2352 


N-{ (IS, 2R) -3- (benzylamino) -1- [3-f luoro-5- 
( trif luoromethyl ) benzyl] -2 -hydroxypropyl} -3- 
[ (dipropylamino) sulf onyl] propanamide 


2353 


3 - [ ( dipropyl amino ) sul f onyl ] -N- [(lS,2R)-l-[3- 
f luoro-5- (trif luoromethyl ) benzyl] -2 -hydroxy- 
3 - ( isopentylamino ) propyl ] propanamide 


2354 


N-{ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- [3- 
( tri f luoromethoxy ) benzyl ] propyl } -3 - 
[ (dipropylamino ) sulfonyl ] propanamide 


2355 


N- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4- 
methylbenzyl ) -2 -hydroxypropyl ] -3 - 
[ (dipropylamino) sulfonyl] propanamide 


2356 


3- [ (dipropyl amino) sulfonyl] -N- [ (1S,2R) -1- (3- 
f luoro-4-methylbenzyl) -2 -hydroxy- 3- 
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{ i sopentylamino ) propyl ] propanamide 


2357 


3-[ (dipropylamino)sulfonyl]-.N-{ (lS,2R)-2- 
hydroxy- 1- (4-methoxybenzyl) -3- [ (3- 
methoxybenzyl ) amino] propyl }propanainide 


2358 


N- [ (IS, 2R) -3- (benzylamino) -2 -hydroxy- 1- (4- 
me thoxybenzyl ) propyl ] - 3 - 
t { dipropylamino ) sul f onyl ] propanamide 


2359 


3- [ (dipropylamino) sul f onyl] [ (IS, 2R) -2- 
hydroxy-3- (isopentylamino) -1- (4- 
methoxybenzyl ) propyl ] propanamide 


2360 . 


N- [ (IS, 2R) -3- (benzylamino) -1- (4- 
chlorobenzyl ) -2 -hydroxypropyl ] -3 - 
[ ( dipropylamino ) sul f onyl ] propanamide 


2314 


N- [ (IS, 2R) -1- (4-chlorobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl 1 -t3 - 
[ (dipropylamino) sul f onyl] propanamide 


2315 


N- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -3- 
(benzylamino) -2-hydroxypropyl] -3- 
[ (dipropylamino ) sul f onyl ] propanamide 


2316 


N- [ (IS, 2R) -1- (l,3-benzodioxol-5-ylmethyl) -2- 
hydroxy-3- (isopentylamino) propyl] -3- 
[ ( dipropylamino ) sul f onyl ] propanamide 


2317 


3- [ (dipropylamino) sul fonyl]-N-{ (IS, 2R) -1- (4- 
f luoro-3-methylbenzyl) -2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } propanamide 


2318 


N- [ ( IS, 2R) -3- (benzylamino) -1- (4-f luoro-3- 
me thylbenzyl ) -2 -hydroxypropyl ] -3 - 
[ (dipropylamino) sul f onyl ] propanamide 


2319 


3-[ (dipropylamino) sul f onyl ] -N-[ (IS, 2R) -1- (4- 
f luoro-3 -methylbenzyl ) -2 -hydroxy- 3- 
( isopentylamino ) propyl ] propanamide 


2320 


N-{ (1S,2R) -3- (benzylainino) -2-hydroxy-l- [3- 
( tri f luoromethyl ) benzyl ] propyl } -3 - 
[ ( dipropylamino ) sul f onyl ] propanamide 


2321 


3-[ ( dipropylamino) sul f onyl ] -N-{ (lS,2R)-2- 

hydroxy-3- (isopentylamino) -1- [3- 

( tri f luoromethyl ) benzyl ] propyl } propanamide 


2322 


N- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
me thylbenzyl ) propyl ] - 3 - 
[ (dipropylamino) sulfonyl] propanamide 


2323 


3-[ (dipropylamino) sulfonyl] -N-[ (IS, 2R) -2- 
hydroxy-3- (isopentylamino) -1- (3- 
methylbenzyl ) propyl ] propanamide 


2324 


N-{ (1S,2R) -3- (benzylamino) -1- [3- (benzyloxy) - 
5-f luorobenzyl] r 2 -hydroxypropyl} -3- 
[ (dipropylamino) sulfonyl] propanamide 


2325 


3- [ (dipropylamino) sulfonyl] -N-{ (IS, 2R) -1- (3- 
f luoro-4-methoxybenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } propanamide 


2326 


N- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4- 
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methoxybenzyl ) -2 -hydroxypropyl ] -3 - 
[ (dipropylamino) sulf onyljpropanamide 


2327 


3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -1- (3- 
f luoro-4 -me thoxybenzyl ) -2 -hydroxy- 3 
( isopentvlamino ) propyl ] propanamide 


2328 


N-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 -phenyl - 
2- (4H-1,2, 4-triazol-3-ylthio)acetamide 


2329 


1-acetyl-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2-hydroxypropyl.}-2- 
pheny Ipr o 1 inami de 


A compoxmd of the formula: 


Cortpound 
# 


Compound Structure 


2330 


V 

F 



5 



The compounds in the table immediately below were 
prepared essentially using the methods described above and 
illustrated below in the schemes. 
10 The following compovmds were named using the Advanced 

Chemistry Development Inc. (ACD) nomenclature program, lUPAC 
Name Batch Version 4.5. The website for ACD is 
www.acdlabs.com. 



2332 


- ( (15, 2i?) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (3J^, 4S) -3- (hydroxymethyl) -6-isopropyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4- 
yl] amino }propyl) -5-methyl-J\^, iff-* 
dipropy 1 i s ophthalamide 


2333 


N'- ( (1S,2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- 
{ [ {3R, 4S) -6-isopropyl-3-methyl-2,2-dioxido-3, 4- 
dihydro-lH-isothiochromen-4-yl] amino}pr6pyl) -5- 
methyl-W, I^-dipropylisophthalamide 


2334 


- ( {IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (3i?,4S)-6-isopropyl-2,2-dioxido-3-propyl-3,4- 
dihydro-lH-isothiochromen-4-yl] amino}propyl) -5- 
methyl-W, JW-dipropylisophthalamide 
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2336 


N' - ( (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- 
{ r 13S. AR) -3- (hvdroxvmethvl) -6-isoDroT5vl-2 , 2- 
dioxido-3 , 4-dihydro--liT-isothiochfomen--4- 
yl ] amino } propyl ) - 5 -methyl -iW^, AT- 
dipropylisophthalamide 


2337 


- ( (15, 2J?) -1-- (3, 5-dif luorobenzyl) -2-hydroxy-3- 
f r (3iS. 4J?) -3- (2-hvdroxvethvl) -6-isoTDroiDvl-2 ,2- 
dioxido-3 , 4-dihydro-liir-isothiochromen-4- 
yl ] amino } propyl ) - 5 -methyl -N, 
dipropyl isophthalamide 


2339 


W - ( (IS, 2J?) -1- (3 , 5-dif luorobenzvl) -2-hvdroxv-3" 
{ [ (35, 45) -6-isopropyl-2, 2-dioxido-3-propyl-3, 4- 
dihydro-lH-isothiochromen-4-yl] amino}propyl) -5- 
methyl-2\^, i\r-dipropylisophthalaitiide 


2340 


- t lis, 2R) "1- (3 . 5-dif luorobenzvl) -2-hvdroxv-3- 
{ [ (35, 45) -6-isopropyl-3-methyl-2,2-dioxido-3, 4- 
dihydro-lH-isothiochromen-4-yl] amino}propyl) -5- 
methyl -2^/ J^-dipropyl isophthalamide ' 


2341 


Ifl^' - ( (15/2J^) -1- (3 , 5-difluorobenzyl) -2-hydroxy"3- 
^{ [ (4i?) -6-isopropyl-2 , 2-dioxido-3 , 4-dihydro-lH- . 
isothiochronien-4-yl] amino}propyl ) -5 -methyl -jff, N- 
dipr opyl i'sophthal amide 



The conqpoiinds in the table immediately below were 
prepared essentially using the methods described above and 
illustrated below in the schemes. 

The following cbnrpoxinds were named using the Advanced 
Chemistry Development Inc. (ACD) nomenclature program, TUPAC 
Name Batch Version 4.5. The website for ACD is 
www . acdlabs . com . 



2342 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3- t (3- 
e thylbenzyl ) amino ] -2 -hydr oxypropyl } - 3 - [ ( 3 - 
methoxypropyl) (methylsulfonyl) amino] benzamide 


2343 


N- { ( IS , 2R) -1- ( 3 , 5-difluorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydrox^ropyl}-4- [ (3- 
methoxypropyl ) (methylsulfonyl ) amino ] benzamide ^ 


2344 


N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- [ (2- 
methoxyethyl ) (methylsulfonyl ) amino ] benzamide 


2345 


N-{(lS,2R)-l-(3,5-di f luor obenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-6- [ (2- 
methoxyethyl ) (methylsulfonyl ) amino] nicotinamide 


2346 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydr oxypropyl } - 6 - [ ( 3 - 
hydroxypropyl ) (methylsulfonyl ) amino ] nicotinamid 
e 
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2347 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzylj amino] -2-hydro:Q^ropyl}-6- [ (2- 
hydroxyethyl ) (methylsulf onyl ) amino] nicotinamide 


2348 


N-{ {lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -6- [ (2- 
methoxyethyl ) (methyl sul f onyl ) amino ] ni cotinaaiide 


2349 


N-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - [ ( 2- 
methoxyethyl ) (methylsulf onyl ) amino] isonicotinam 
ide 


2350 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5- [ (2- 
methoxyethyl) (methylsulf onyl) amino] nicotinamide 


2351 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -2 - [ ( 3 - 
hydroxypropyl) (methylsulf onyl) amino] isonicotina 
mide 


2352 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl) amino] -2-hydroxypropyl } -2 -[ (2- 
hydroxyethyl ) (methylsulf onyl ) amino ] isonicotinam 
ide 


2353 


N-{ (1S,2R)-1- (3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl)aminoJ-2-hydroxypropyl}-5- [ (2- 
hydroxyethyl) (methylsulfonyl) amino] nicotinamide 


2354 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5- [ ( 3 - 
hydroxypropyl ) (methyl sul f onyl ) amino ] ni co t inamid 
e 


2355 


N-{ (1S,2R) -l-(3, 5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - [ ( 3 - 
methoxypropyl ) (methylsulfonyl ) amino] isonicotina 
mide 


2356 


N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5- [ (3- 
methoxypropyl ) ( methyl sul f onyl ) amino ] nicotinamid 
e 


2357 


N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -1- 
(methylsulf onyl ) -lH-indole-5-carboxamide 


2358 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2-hydroxypropyl } -1- 
(methylsulf onyl ) indoline-5-carboxamide 


2359 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2-hydroxypropyl } -1- 
( methylsulfonyl ) indoline-4-carboxamide 


2360 


N-{ (1S,2R) -l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-l- 
(me thylsul f onyl ) indoline- 6 -carboxamide 


2361 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -1- 
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(methylsulf onyl ) -lH-inclole-4-ca.2rboxainide 


2362 


N-'C (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydr oxypr opy 1 } - 3 - [ i - 
itiethvl-l— (inethvlsulf onvl) ethvllbenzam-i 


2363 

bWWW 


N-{ (IS, 2R) ^1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- [1- 
methvl-1- (methvlsulf onvl ) ethvl 1 benzamid^a 


2364 


N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydr oxypropyl } - 4 - 
( ethvlsulf onvl ) benzamide 


2365 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 « [ (3- 
ethylbenzyl ) amino ] ~ 2 -hydroxypropy 1 } - 4 - 
( propyl sulfonyl ) benzamide 


2366 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-4- 

(oentvlsulf onvl) benzamide 


2367 


N-{(lS,2R)-l-(3, 5-dif luorobenzyl ) -3 - [ ( 3 - 
e tliylbenzyl ) amino ] -2 -hydroxypropy 1 } - 4 - [ ( 2 - 
livdroxvetlivl ) sul f onvl 1 benzamide 


2368 


N-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 

e tliylbenzyl ) amino ] - 2 -liydroxypr opyl } - 4 - [ ( 2 - 
mefchoxvethvl ) sul fonvll benzamide 


2369 


N-{ {1S,2R) -1- (3 , 5-dif luprolDenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- [ (2- 
ethoxvethvl ) sul f onvl 1 benzamide 


2370 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino ] -2 -hydroxypr opyl } - 4 - [ ( 3 - 
hydroxypropyl ) sul f onyl ] benzamide 


2371 


M-f (IS 2R) -1- (3 5-dif luoro'hpnT'vl ) -"^^ f 
e tliylbenzyl ) amino] -2-liydroxypropyl } - 2 , 3 - 
dihydro-l-benzotliiopliene-5-carboxamide ; 1,1- 

dioxide 


2372 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- . 
e tliylbenzyl ) amino ] -2 -hydroxypropyl } - 1 - 
benzothiophene-5-carboxamide; 1 , 1-dioxide 


2374 


N-f flS -1 - (? *^-dif luornbpnT'vl ) r 
ethylbenzyi ) amino ] -2 -hydroxypropyl } - 2 , 3 - 
dihydro-l-benzothiophene-6-carboxamide ; 1,1- 

Hiovid© 

V.i 1 1 


2375 


N-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyi ) amino ] -2 -hydroxypropyl } - 1 - 
benzothiophene-6-carboxamide; 1 , 1-dioxide 


2376 


ethylbenzyi) amino] -2 -hydroxypropyl} -2 -methyl - 
2 , 3-dihydro-l, 2-benzisothiazole-6-carboxamide; 
1, 1-dioxide 


2377 


N-{ (1S,2R) -1- (3, 5-dif luorobenzvl) -3- [ (3- 
ethylbenzyi ) amino ] -2 -hydroxypropyl } -2 -methyl- 
2 , 3-dihydro-l , 2-benzisothiazole-5-carboxamide; 

1, 1-dioxide 
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2378 


ethylbenzyl ) amino ] -2-hydroxypropyl } -1 -methyl- 
1 , 3-dihydro-2 , l-benzisbthiazole-6-carboxamide; 
2 , 2 -dioxide 




iM l \ t AS\) — x— V -3 / ^ — cixx j-uox oxjeiizy-L ^ — j— [ w — 
ethylbenzyl) amino] -2-hydroxypropyl } ~l-methyl- 
1 , 3-dihydro-2 , l-benzisothiazole-5-carboxamide; 

^ f ^'^VXXWJ^XUC 


2344 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 2 - 
dimethvlch^roman© — 6— ca^rboxami 


2345 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 2 - 
dimethylchromane-7 -carboxamide 



The compounds in the table immediately below were 
prepared essentially using the methods described above and 
illustrated below in the schemes. 

The following compounds were named .using the Advanced 
Chemistry Development Inc. (ACD) nomenclature program, lUPAC 
Name Batch Version 4.5. The website for ACD is 



www . acdlabs . com . 





Compound Name(s) 


2346 


benzyl (3R) -4- ( { (IS, 2R) - 1 -benzyl -2 -hydroxy- 3- 
t ( 3 -methoxybenzyl ) amino ] propyl } amino ) -2 , 2 , 3 - " 
trimethyl-4-oxobutanoate 


2347 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } -4 - • 
(phenylsulf onyl ) butanamide 


2348 


(3S) -tetrahydrofuran-3-yl (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (3- 

methoxybenzyl ) amino] propyl carbamate 


2349 


N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -N^- (phenylsulf onyl ) - 
beta-alaninamide 


2350 


N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^- [ ( 4 - 
methylphenyl) sulf onyl] -beta-alaninamide. 


2351 


N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- " 
methoxybenzyl) amino ] propyl } -N^- [ ( 4 - 
fluorophenyl) sulf onyl] -beta-alaninamide 


2352 


N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -N^- 1 ( 4 - 
methoxyphenyl) sulf onyl] -beta-alaninamide 
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N-'-i (lS,2R)-l-benzyl-2-hydroxy-3-t (3- 
methoxybenzyl ) amino ] propyl } -N^- [ ( 4 - 
meunyipnenyl ) sulronyl j giycinaitu-ae 


OOCA 


N^-{ (lS,2R)-l-ben2yl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } -N^ - [ ( 4 - 
r xuoropnenyl ) sulronyl j giycinamiae 




N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3« [ (3- 
me thoxybenzyl ) amino ] propyl } -N^ - [ ( 4 - 
methoxyphenyl ) sulf onyl ] glycinamide 


doDO 


N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - [ ( 4 - 

cnxoropnenyl ; sulronyl j propanamide 




N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } -N^- 
V Den zyxsuxr onyx ; yiycmamiQe 


^ooo 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - [ { 4 - 
r X uor opnenyx ; sui r onyi j pr opanamxae 




N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 

me thoxybenzyl ) amino ] propyl } -N^ - [ ( 4 - 

cnioropnenyi ; suironyij -Deta-aianinamiae 


^oOU 


N^-{ (lS,2R)-l-benzyl-2~hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl } -N^- (benzylsulf onyl ) - . 
beta— alaninamide 


^OD I 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -3-- [ (4- 
mecnoxypnenyi ; sulronyl j propanamiae 




N-{ {lS,2R)-l-benzyl-2-hydroxy--3" [ (3- " 
methoxybenzyl) amino] propyl} -3- [ (4- 
methylphenyl ) sulf onyl ] propanamide 




N^-benzyl-N*-{ (1S,2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
me thoxybenzyl ) amino ] propyl } -2 , 2 - 
dimethyl sue c inamide 




N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -3- (1 , l-dioxido-3- 
oxo-1 , z -JDenzisouniazoi-.ii ( jh) -yi ) propanamiae 




N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 

me thoxybenzyl ) amino] propyl } -3 - ( 1 , 3 -di oxo-1 , 3 - 

ainyor o - z h- i s o mao i-z -y l ; pr opanami de 


Zoob 


(2R) -N- { (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -2 -methyl-3 - 
(phenyl sulf onyl ) propanamide 


2367 


(2S) -N- { (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 2 -methyl-3 - 
(phenyl sulf onyl ) propanainide 


2368 


N*-ben2yl-N^-{ (1S,2R) -1 -benzyl- 2 -hydroxy-3- [ (3- 


2369 


N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } -2 - 
[ (phenyl sulf onyl ) methyl ] acrylamide 
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2370 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-t (3- 
me thoxybenzyl ) aitiino ] propyl } -2 - 
[ ( isopentylsulfonyl ) methyl ] acrylaaaide 


2371 


N^- { (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] propyl } -N^ - 

[ ( dlDropylamino ) carbonvl 1 -beta-alaninamide 


2372 


N^-{ (IS, 2R) -l-ben2yl-2-hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] propyl } -N^- 
[ (dipropylamino) carbonyl] glycinamide 


2373 


benzyl (4R)-4-{ [ { (1S,2R) -l-benzyl-3-{ [3- 
( dime thvl amino ) —2 2— d.im^tlivlnr'n'nvl 1 atni nol — 0 — 
hydroxypropyl ) amino] carbonyl } -1 , 3 -oxazolidine-3 - 
carboxylate compound with methyl hydroperoxide 
(1:2) 


2374 


tert -butyl (2R, 3S) -2-hydroxy-3- ( {2-hydroxy-3- 
[ ( 3 -methoxyphenyl ) sulf onyl] propanoyl } amino) -4- 
phenvlbutvl ( 3 -methoxvbenzvl ) carbamate 


2383 


N^- [ (IS, 2R) -1- [3 - (benzyloxy) -5-f luorobenzyl] ^2- 
hydroxy-3- (isppentylamino) propyl] -5-methyl-N^;N^- 
diDronvl isoDhthalamide 


2386 


N^- [ (IS, 2R) -1- [3- (benzyloxy) luorobenzyl] -2- 
hydroxy~3 - ( is open tyl amino ) propyl ] -N^ , N^- 
diDroDvlbenzene-l . 3 . 5— tricarboxamide 


2405 


N^- [ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
( isopentyl amino) propyl] -5-methyl-N^,N^- 
dior ODvl i s ooh thai amide 


2406 


N^- [ (is, 2R) -3- (benzylamino) -1- 
(cyclohexylmethyl) -2 -hydroxypropyl] -5-methyl- 

. - di t)r OTD vlisonh thai ami rfp* 


2411 


N^- [ (IS, 2R) -1- [4- (benzyloxy) benzyl ] -2-hydroxy-3- 
( i s opentylamino ) propyl ] - 5-methyl -N^ , - 
dior ODvl i soDhthalami de 


2413 


N^- [ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene- 
l * 3 . 5-tricarboxamide 


2414 


N^- [ (1S,2R) -3- (benzylamino) -1^ 
( cyclohexylmethyl ) -2 -hydroxypropyl ] -N^ , N^- 
dioroDvlbenzene— 1 . 3 - 5— tirinaTHnvaTn"! 


2419 


N^- [ (IS, 2R) -1- [4- (benzyloxy) benzyl] -2-hydroxy-3- 
{ isopentylamino ) propyl ] -N^ , N^-dipropylbenzene- 

1.3. 5 — tricairboxarnide 


2421 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -2-hydroxy-3^-. 
[ ( 3 -me thoxybenzyl ) amino ] propyl } - 3 - [hydroxy ( 2 - 
methvltDhenvl ) methvl 1 — 5— m^t-hT/l "hon^^^mi Ho 


2426 


N^- [ (IR, 2S) -2-hydroxy-3- (isopentylamino) -1- (4- 
methylbenzyl ) propyl ] -S-methyl-u' , N^- 
dipropyli sophthalamide 


2427 


N^- [ (lR,2S)-2-hydroxy-3- [ (3- 

methoxybenzyl ) amino ] -1- ( 4-methylbenzyl ) propyl ] - 
5-methyl-N^ , N^-dipropylisophthalamide 
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2428 


N^- [ (IR, 2S) -2-hydroxy-3- (isopentylamino) -l-(4- 
methylbenzyl ) propyl] -N^ , N^-dipropylbenzene-1, 3,5- 


2429 


[ ( IR, 2 S ) -2 -hydroxy-3 - [ ( 3 - 
methoxybenzyl ) amino] -1- ( 4-inetliylbenzyl ) propyl ] - 


2440 


N- { (IS, 2R) -1- (3 , S-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydro5^propyl } -2 -hydroxy-4- 
(phenylsul f onyl ) butanamide 




benzyl (2R, 3S) -4- (3 , 5-dif luorophenyl) -3-[ (3- 

{t(l- 

propylbutyl ) sulf onyl]metliyl }propanoyl ) amino] -2- 


2442 


2445 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ ( 3 - iodobenzyl ) amino ] propyl } - 7 - { lH-imidazol-1 - 
vl 1 —5. 6— dihvdrorLanhtlialerie— 2 — r';5T"Vjri'y'aTTi"i fSfi 


2446 


2-{ [ ({ (lS,2R)-l-benzyl-2-liydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} amino) carbonyl] amino) 
-N,N-dipropyletlianesulfonamide - hydrocliloride 


2447 


"bf^TiT'vl f2R 3PI^-4.— f"^ "FT nor*n"nh<an\7l ^ — ^-Vi-v/H-rrkv-vr- 
3- ( {N- (3-plienylpropanoyl) -3- [ (1- 
propylbutyl) sulf onyl] al any 1} amino) butyl (3- 
etliylbenzyl ) carbamate 


244R 


etliylbenzyl) amino] -1- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl] -N^-{ [ (38) -tetraliydrofuran-3- 

\r'\ owl r^?^ yViO"n\/'l \ — n— T ^nr*i Ti^^mn 

jfXw^jr J wClX JJwlljr X / i./ XC* LLV^XxiCLLllXUv^ 


2449 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2'-hydroxypropyl}-2- 
( [1,3] oxazolo [4, 5-b]pyridin-2-yltliio) acetamide 


2450 


IN \\a.o,4£iX\y X yj,«j Lix xxLLvjx vjxjt^xi^^x ; j— L V«5 

etliylbenzyl ) amino] -2 -liydroxypropyl } -2 - 
[ (imidazo [1/ 2-a]pyridin-2- 
ylmethyl) tliio] acetamide 


2451 


In— \ \ xD/-ir\./— X— v^/ D— cLx t xuox oijenzyx / Lw"" 
etliylbenzyl) amino] -2-liydroxypropyl}-2- [(5,7- 
dimethyl [1,2,4] triazolo [4, 3-a]pyrimidin-3- 


2452 


N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- . 
etliylbenzyl ) amino] -2-hydroxypropyl} -2 , 3-dihydro- 

TH— r'vdoT^^Tii"^ Fl^l rni"i tin! i rt#a— Q— r'jaiT'VirwsiTn'i Ao^ 

XXX V^jf V^ X W^CXXi^Ci L XJ J \^LLXXXWXXxXC? ^ \^ClX X,^U^CUUXU6 


2453 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- ^ 
etliylbenzyl ) amino] -2-hydroxypropyl } - 4 -hydroxy- 6 - 
dxo -1 -phenyl -1 , 6-dihydropyridazine-3-carboxamide 


2454 


1817 or N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [{3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1 , 3 - 
di oxoi s oindo 1 ine - 5 - carboxamide 
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2455 


l-ben2yl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 -ethylbenzyl ) amino] -2 -hydroxypropyl } -IH- 
imi da z o 1 e - 2 - carboxami de 




ethylbenzyl ) amino] -2-hydroxypropyl ) -2 - ( 4 , 4 - 
dimetliyl-4 , 5-diliydro-l , 3-oxazol-2-yl ) tlaiopliene- 




N-{{lS,2R)-l-(3,5-dif luo r obenzy 1 ) - 3 - [ ( 3 - 
etliylbenzyl) amino] -2^hydroxypropyl}-2-isobutyl- 
1 3-dioxoisoindoline— 5— carboxamide 


2458 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino ] - 2 -Ixydr oxypropyl } - 5 -oxo-2 - 
plienylpyrazolidine-3 -carboxamide 




etliylbenzyl ) amino] -2-lxydroxypropyl} - 5 , 6- 
dimetliyl-4-oxo-3 , 4-diliydrotliieno [2 , 3- 
H 1 TiTTTT TTii ^ 1 iH ? — paTrbnyaiTiide 




N-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3 -[ (3- 
ethylbenzyl ) amino] -2-hydro3cypropyl } -3- [ ( 2 , 4- 

Hi n nrriH^n 7vl ) nvvl 'n'l^n'naTiaTnid^ 




N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} thieno [2 , 3- 

O J t'j'x XLiXIlc ^ L-dx jJUJ^CulUX vJ.tr 




N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ (3 - 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (2-methyl- 

XXI XJcSXX^XllLXUd^SJX X jr X / Xfe WAWX/U. LrCLllCUllX 


P4f)^l 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
etllylbenzyl) amino] -2-liydroxypropyl} -3 - (2,5- 




N-{ (IS, 2R)-l-( 3, 5-dif luorobenzyl) -3- [(3- 
ethylbenzyl ) amino ] -2 -hydro:^ropyl } thieno [3,2- 

J ^j^X XUXXXC? D L^CLXXJ^JJ^CLlLlXLiC 




N-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3 -[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- (2,3- 

H T Vi\//^T"r^ — 1 "W— T nr^r^T — 1 — vrT \ — A — oYoVin ^ftTiaTni Hp 
Lixix^cix xri xixu^^ X X j^x/ 4"^u./vwJi>/li i.«cllxcullxuc 




N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 1 , 3 - 

vJlXv«/A.Vi/NJw L.aXXjr UIX VJ ZiXl XoWXlXUUX 4b X / Jl/LL UCLLXCU.LLX WiC 




N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -N^- [ (4- 
meunyxpnenyx ^ su.xi.oxxjrx j ~j^6ua~axaixxiiaJLixvj.6 


OATH 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydro:Q^ropyl } -4- ( IH-indol- 

J— yx/ — oxoDuua.ixdnixcLe 


2471 


N^- (anilinocarbonothioyl) -N^-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hvdroxvDroDvl \ olvcinamide 


2472 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ (3- 
ethylbenzyl) amino] - 2 -liydr oxypropyl } -3-metliyl-4- 
oxo-4 ,5,6, 7- tetralaydro-lH-indole-2 -carboxamide 
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CrrI O 


ethylbenzyl) amino] -2-hydroxypropyl} - 5 ,6,7,8- 
tetrahydro-4H-cyclohepta [c] isoxazole-3- 




N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^- [ (4- 

iiic ^iiy x^iJ.dijr X / o U.X X wixjy X J y xy l» J.iicu.lix Licr 


0AT7 


N-{ (1S,2R)-1- (3,5-difluorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3,5- 

A-lxU^L/"*x t ^ t '± ux xaZOXidxn— ^—yj- ) J36riZaIiU.Q6 


CrM O 


N-{ (IS, 2R)~1- (3,5-difluorobenzyl) -3- 1 (3- 
ethylbenzyl) amino] -2-h.ydroxypropyl}-4- (2- 


2479 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 - (1 , 3 - 
ditliian-2-yl) "3-furamide 


2481 


jN"-i ^-Lo / zk; —X — , D— axi-xuOx ODenzyx j^j~Lw~ 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 -methyl- 
5, 6,7, 8-tetrahydro-4H-pyrazolo[l, 5-a] azepine-3- 
carboxamide 




1 V xo , zxv./ —X— ^ J , j""Qx xxuOx oJDenzyx ; — j *" L v 
ethylbenzyl) amino] -2 -hydroxypropyl}-!- (4- 
f luorophenyl ) -1 , 4 , 5 , 6- 

utsux cuiyLix ut^ycxupeiiucL L c j pyx azoxe— o — car jDOXomiQe 


2484 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} - 5 , 6-dihydro- 
4H-cyclopenta [b] thiophene-2-carboxamide 




JM- 1 { xb , zR; -1- ( J , D-ai txuoroJDenzyl ) — 3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 , 6,6- 
trimethyl-4-oxo-4, 5,6, 7-tetrahydro-l-ben2ofuran- 
z c O.X xpoxamx ue 


0A9X\ 


N-{ (IS, 2R)-1- (3,5-difluorobenzyl) -3- [ (3- 

e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 7 -me thoxy- 4 - 

oxo— X , ^ f o , ueuranyQronapnunaxene— z — carDoxamiQe 


OAQ7 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethy Ibenzyl ) amino] -2 -hydroxypropyl} -2 , 3-dioxo- 

X , z , 3 , ueuranyaroQuinoxaxxne— o— carDoxamicie 


2488 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4, 5, 6, 7- 
tetrahydro-2H-indazole-3-carboxamide 




w— \ ZHy -X- (J , o-uixluoroDenzyl ) — j- [ ( 3- 

e thy Ibenzyl) amino] -2 -hydroxypropyl} -5 -methyl -4- 

oxo-3 , 4-dihydrothieno [2 , 3-d] pyrimidine-6- 

c ax ijoxaJiix Q.e 


2490 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-7-f luoro-4H- 
imidazo r 5 . 1 — c 1 ri 41 bpTizo^caziTi^— 3— carfeovami H«a 


2491 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (3-fluoro- 
4-methoxyphenyl) -4-oxobutanamide 
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2492 


methyl 4- ( { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hyclroxypropyl}amino) -4- 
oxobutyl- (dithiocarbamate) 


2493 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 - 

hydroxypropyl } [ 1 , 2 , 4 ] triazolo [ 4 , 3 -a] pyridine- 6 - 
carboxamide 


2494 


N-{ (IS, 2R) -1- (3, 5-difluorobenzvl) -3- r (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1-phenyl- 
1,4, 5, e-tetrahydrocyclopentaEclpyrazole-S- 
carboxamide 


2495 


N-{ (IS, 2R) -1" (3 , 5-dif luorobenzyl) [ (3- 
ethylbenzyl ) amino] -2-liydroxypropyl} -2- [ (4- 
metliylplienyl) sulf onyl] acetamlde 


2496 


3 - ( 2 -clilorophenyl ) -2 -cyano-N- {(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3-ethylben2yl) ainino] -2- 
liydroxypropyl } propanamide 


2498 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2 -liydroxypropyl } -4- ( 4- 
metliylplienyl ) -4-oxobutanamide 


2499 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 4 - ( 2 - 
hydroxy- 5 -me thylphenvl ) -4-oxobutanamidG 


2500 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 3- (2 , 5- 
dioxo-2 , 5-dihvdro-lH-Dvrrol-l-vl ) benzamidp 


2501 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4-oxo-4- 
thien-2-ylbutanamide or 2379 


2502 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzvl) -3 - r 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4- (2 , 5- 
dioxo-2 , 5-dihydro-lH-pyrrol-l-yl) -2- 
hydr oxybenzami de 


2503 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2,5- 
dioxopyrrolidin-l-yl) benzamide 


2507 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} - 4- 
[ (trif luoroacetyl) amino] butanamide 


2510 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [ (1- 
hydroxycvclopentvl ) thiol ace t amide 


2511 


N- { ( IS , 2R) -1- ( 3 , 5-difluorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 - (2- 
oxocyclohexyl ) propanamide 


2512 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (2- 
naphthyl ) -4-oxobutanamide 
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2513 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hyclroxypropyl}-3-oxo-2, 3- 
dihydro-lH-xndazole-4-carboxamide 


2514 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -1 , 3- 
diinethyl-lH-thieno[2, 3-c]pyrazole-5-carboxaniide 


2515 


N^-{ (1S,2R)-1- (3, S-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -'2-liydroxypropyl} -N^- 
[ (dimethylammo) sulfonyl] valinamide 


2516 


N-{(lS,2R)-l-{3,5-dif luor obenzy 1 ) - 3 - [ { 3 - 
etliylbenzyl) amino] -2-liydroxypropyl}-4- (2-furyl) - 
4 -oxobutanamide 


2517 


N-{(lS,2R)-l-(3,5-dif luor obenzyl ) - 3 - [ ( 3 - 
etliylbenzyl ) amino] -2-liydroxypropyl } - 4- ( 5 -me thy 1- 
4 -plieny 1 - 1 , 3 - oxa z o 1 - 2 -y 1 ) benz ami de 


2518 


N" { (IS , 2R) -1- ( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
etliylbenzyl ) amino] '-2^hydroxypropyl } ^2 , 6- 
di oxohexahydr opyr imi dine - 4 - carboxamide 


2519 


N-{ (IS, 2R} -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e tliylbenzyl ) amino ] -2 -hydr oxypr opyl ) - 5 , 7 - 
dime t hoxy- 1 - oxo indane - 2 - carboxami de 


2521 


N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino ] -2 --hydroxypropyl } -N^- ( 2 - 
pyridin-2-ylethyl ) pentanediamide 


2522 


N-{ (IS, 2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- [4- (2- 
furoyl)piperazin-l-yl] -4 -oxobutanamide 


2523 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4-oxo- 
4,5, 6, 7-tetrahydro-l-benzofuran-3-carboxamide 


2524 


N-{ { IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -5-oxo-l- 
( thien-2-ylmethyl ) pyrrolidine-3 -carboxamide 


2525 


2-[ (cyanomethyl) thiol -N-{ (IS, 2R) -1- (3 , 5- 
dif luor obenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } nicotinamide 


2526 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypr opyl } - 1 - ( 2 - 
furoyl) -4-hydroxyprolinamide 


2527 


N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] - 2 -hydroxypropyl } -4 , 5 - 
dihydrofuro [2 , 3-g] [2 , l]benzisoxazole-8- 
carboxamide 




methyl 3- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2- 

hydroxypropyl} amino) carbonyl] -5-methylthiophene- 
^ - su. J. I enac© 


2529 


2- (acetylamino) -2- (lH-1, 2, 3-benzotriazol-l-yl) - 
N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) aniino] -2 -hydroxypropyl }acetaniide 
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2530 


l-{ [ (cyclohexylainino)carbonyl] amino} -N-{ {1S,2R)- 
1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] - 
2 -hydroxypropyl } cyclopropanecarboxamide 


2531 


N-{ (lS,2R)-l-(3, 5-difluoroben2yl)-3-[ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}^2« (2-ethyl- 
4H- [1, 2 , 4] triazolo [1, 5-a]ben2imida2ol-4-^ ' 
yDacetamide 


2532 


(2E) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-N^- [4- (1, 3- 
oxaz ol - 5 -yl ) phenyl ] but - 2 -enedi amide 


2533 


{ (IS, 2R) -1- {3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2-liydroxypropyl } -1 , 3 , 4 , 5- 
tetraliydrotliiopyrano [4 , 3-b] indole- 8 -carboxamide 


2535 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} - 4- (3,4- 
dilaydro-2H-l, 5-benzodioxepin-7-yl) -4- 
ox obu t anami de 


2536 


{ ( IS , 2R) -1- { 3 , 5-dif luorobenzyl ) -3 - [ (3 - 
etliylbenzyl) amino] -2"hydroxypropyl}-4- (1- 
oxidothiomorpholin-4-yl ) butanamide 


2537 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3~ 
etliylbenzyl) amino] -2-hydroxypropyl} -4-0X0-4- (2- 
thioxo-l,3-benzothiazol-3 (2H) -yl ) butanamide 


2538 


N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ (3- 
e tliylbenzyl ) amino ] -2 --hydroxypropyl } - 8H- 
thieno [2 , 3-b] indole-2-carboxamide 


2539 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-3 , 4-dihydro- 
2 H - 1 , 5 -benz odi oxepme - 7 - c arboxamide 


2540 


N-{(lS,2R)-l-(3, 5-dif luorobenzyl) - 3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -4H- 
cnromeno [3 , 4-d] xsoxazole-4-carboxamide 


2542 


N- {(IS, 2R)-l-(3, 5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-liydroxypropyl} -4- (3,4- 
dif luorophenyl ) -4-oxobutanamide 


2543 


N-{(lS,2R)-l-(3,5-di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (3 , 4- 
dif luorophenyl ) -2-methyl-4-oxobutanamide 


2544 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (3,4- 
dif luorophenyl ) -2-methoxy-4-oxobutanamide 




N-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2 -hydroxy-4- 
oxo-4— Lj" I nriiiuorometnyi ; pnenyl J JDutanamiae 


2546 


N- { { IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2 -hydroxy- 4- 
oxo - 4 - thi en~ 2 -ylbut anami de 
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ethylbenzyl) amino] -2-hydroxypropyl} -2- [ {2-ethyl- 
l-oxo-2 , 3-dihydro-lH-isoindol-5- 


9RAQ 


N-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 3 - 




N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl ) amino] -2-hydroxypropyl } - 4- { 7- 

illC? UJLiVi'^j^ X Jk^'Ci.l^ctwX LIX dli ^ J ^ ) O^OXJlitaJXQillxClc 


2551 


N-{ {IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino ] -2-hydroxypropyl } -4H- 

wXix ^iiidi^ t f ^ X o w./wci4£^ wxc O wclx XJO^a.ulxCl€ 


2552 


N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2-methyl-4- 
oxo-4H-chromene-6-carboxainide 


2553 


iXb,^K; -X- / j-CLiriuoroDenzyi ; - j — [ ( j- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 2- 
( [1 , 2 , 4] triazolo [4, 3-b]pyridazin-6- 


2554 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (1,1- 

j\.A.\jL\j utr L.X aiiy \Jll \J uiiXtrli Z yx y aC6UomXCL6 




N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl ) amino ] -2-hydroxypropyl } - 4- ( 3 , 4- 
cixxiyciro— zxi— cnromen— o— yx ] -4— oxooutanamxae 


255R 


N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3- 

ethylbenzyl ) amino ] -2-hydroxypropyl}-2-ethyl-3- 

w<^vJX o wxilUL^X XXltr X L>cixx/0^aXilXCL6 


2558 


N-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (4- 

Tn\7HT*OV^/T^VlOTTV^n \ — ^ — r^vol^i 1 ^ a m am*! ^ 
xijruix ojtyyiitiiiy X 7 ^ — O.XOIJU, uoXlalllXQe 


255Q 


2-[ (6-chioro[l,2,4] tria2olo[4,3-b]pyridazin-3- 
yl)oxy]-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
«5Uij.jrxjjeiizyx } oiuxnu j — z—xiyaxoxypx opyx / aceuamiQ© 


2550 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -2 -hydroxy-4- 

V O luc L.iiL/J\.y^Xi.dXy X y ^ **• OXOJ^U. UalialUX Q6 


2551 


N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydro:Qrpropyl } -2-hydroxy-4- 

~ fi — uiix tsx I — o — y X Jjll u alioIIlX Qe 




3-chlorophenyl 4- ( { (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 

nyoroxypr opyx > ammo ) — 4-oxoDutanoate 


2563 


4- (4-chloro-2-hydroxyphenyl) -N- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxyproDvl } -4-oxolmtanamide 


2565 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-6-{ [ (4- 
methylphenyl ) sulf onyl] amino} -4-oxohexanamide 
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2566 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)--3-[ (3- 
ethylbenzyl) amino] -2-hyclroxypropyl}-2- {6- 
hydroxy-3-oxo-2 , 3-dihydroiinidazo [2 , 1- 
b] [1, 3] thiazol-2-yl)acetamide 


2567 


N-{{lS,2R)-l-(3,5-dif luor obenzy 1 ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } --2 - ( 4 , 5- 
dxhydro-1/ 3-tniazol-2-yltnio) acetamide 


2568 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -IH- 
.imidazo [1/ 2-b]pyrazole-6-carboxaiTiide 


2570 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) ~3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl ) -4 - ( 6- 
methoxy-1, 1 * -biphenyl-3-yl) -4~oxobutanamide 


2571 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (4- 
methoxyphenyl ) -4-oxobutanamxde 


2572 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4 - ( 2 , 3 - 
dinyoro-l , 4-benzodioxin-o-yl ) -4-oxobutanamide 


2573 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

ethylbenzyl) amino] -2 -hydroxypropyl} -2- (2-oxo- 
2 , 3 -dihydro- 1 , 3 -benzoxazol- 5 -yl ) acetamide 


2574 


N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 2 -oxo- 
2 , 3 -dihydr o- iH-benz imidazol - 5 -y 1 ) acetamide 


2575 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-9-oxo- 
1,2,3, 9-tetrahydrocyclopenta [b] chromene-7- 
carboxamide - 


2576 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -1-methyl-lH- 
benzo [g] indazole-3-carboxamide 


2577 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 4 , 5 - 
dihydronaphtho [2 , 1-d] isoxazole-3-carboxamide 


2578 


N-{. (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- 
{ tetraazolo [1, 5-b]pyridazin-6-ylthio) acetamide 


2580 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (5-methyl- 
lH-pyrrol-2-yl) -4-oxobutanamide 


2581 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino] -2-hydroxypropyl} - 4- 

{ [ (trif iuoromethyl) sulfonyl] amino }butanamide 


2582 


N- [ (IS, 2R) -3- (2-acetyl-l-ethylhydrazino) -1- 

benzy 1 - 2 -hydroxypropyl ] - 2 - 

[ ( me thy 1 sul f ony 1 ) amino ] - 1 , 3 - thi azole-4- 

carboxamide 
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2583 


N-{ {lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (l- 
hydroxy-2-propylpentyl ) benzamide 


2587 


N^-[ (lS,2R)-3-[ (2-{4-t (3- 

chlorobenzyl) oxy] phenyl} ethyl ) amino] -1- (3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^N3- 
dipropyl isophthal ami de 


2589 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ ( 3 -morpholin-4-ylpropyl ) amino] propyl } -5-metliyl- 
N ,N -dipropylisophthalamide 


2597 


N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-t (3- 

e thylbenzyl ) amino ] -2 -hydr oxypr opyl } -N^- 

[ (raethylsulf onyl ) acetyl] -N^-pentylglycinamide 


2598 


N-{ (lS,2R)-l-(3,5-difluorobenzvl)-"?-r n- 

ethylbenzyl)ainino]^2-hydroxYpropyl}-3-{ [ (2R)~2- 
(methoxymethyl ) pyrrolidin-1- 
yl ] sul f onyl } propanamide 


2599 


N-{ (lS,2R)-l-(3,5-difluorobenzvl)-3-r n- 
ethylbenzyl) amino] -2-hydroxypropyl} -3 [ (2S) -2- 
(methoxymethyl ) pyrrolidin-1 - 
yl ] sul f onyl } propanamide 


2600 


ethyl 4-{ [(2R,3S)-3-({3- 

[ (dipropylamino) carbonyl] benzoyl} amino) -2- 
hydr oxy- 4 -phenylbutyl ] amino } piperidine-1 - 
carboxylate 


2601 


N^-( (lS,2R)-l-benzyl-3-{ [ (3R)-1- 
benzylpyrrolidin-3 -yl ] amino } -2-hydroxypropyl ) - 
N ,N -dipropylisophthalamide 


2602 


methyl (2E) -2- [2- ( { (IS, 2R) - 1 -benzyl -2 -hydroxy-3- 
[ ( 3 -methoxybenzyl ) amino ] propyl } amino ) -2 - 
oxoethyl] -4-methylpent-2-enoate 


2603 


N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^- ( 4 - 
misthpxybenzyl) succinamide 


2604 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -3- { [ (4- 
::luorophenyl ) sulf onvl 1 amino > -3-m<:aMn\ri Vnif-ai^awi^ 


2605 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
m^thoxybenzyl) amino] propyl) -9 , lO-dioxo-9, 10- 

di hydr o an thr ac ene - 2 - c arboxami de 


2606 


N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzy 1 ) amino ] propyl } - 4 - 
ibenzyloxy) benzamide 


2607. 


N'-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] croDvl 1 -Kr-mtaMriri -ivt- 
phenylurea 


1 

2608 1 


N'-{ {lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl } -N, N-diisopropyliirea 


] 

2609 J 


KT' -{ (IS, 2R) -l-benzyl-2-hydroxy-3- { (3- 
T:iethoxybenzyl)amino]propyl}-N,N-diphenylurea 
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1 U 


N'-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
mecnoxyoenzyi ; amino j propyl } -N, N-dimethvlurea 


2611 


methyl 2-{ [ ( { (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
mecnoxyDenzyi ; conino j propyl ) aitiino ) carbonyl ] ammo } 
benzoate 


2613 


z-meunoxyetnyi (is, zR) -1 -benzyl -2 -hydroxy- 3- [ (3- 
methoxybenzyl ) ainino] propyl carbamate 


2612 


pnenyx (Xb/ ^k; -x-Denzyl-2-nyaro3?y-3- [ (3- 
methoxybenzyl ) amino] propylcarbamate 


'2614 


z- iDenzyioxy; etnyl (IS, 2R) - 1 -benzyl -2 -hydroxy- 3- 
[ ( 3 -methoxybenzyl ). amino ] propylcarbamate 


&o 1 o 


prop-2-ynyl (1S,2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
meunoxyoenzyi ; ammo J propylcarbamate 


2616 


(IR, 2S, 5R) -2-isopropyl-5-methylcyclohexyl 
V JLi^/ zk; -i-Denzyi-z-nyaroxy-3- [ (3- 
methoxybenzyl ) amino ] propylcarbamate 


2617 


pencyi (is, zR) -l-benzyl-2-hydroxy-3- t (3- 
methoxybenzyl ) amino] propylcarbamate 


jCO I o 


neopentyl (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
meunoxyoenzyi ; ammo j propylcarbamate 


2621 


N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (4-oxo-4H-chromen-3-yl)methyl]amino}propyl) -5- 
methyl-N^ , N^-dipropylisophthalamide 




JM'-t iis,2R)-i-(3, 5-dif luorobenzyl) -2 -hydroxy- 3- 
[(1,7, 7 - trimethylbicyclo [2 .2.1] hept-2- 
y 1 ) amino ] propyl } - 5 -methyl -N^ , - 
aipr opy 1 1 s opntnal amide 




N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ ( 3 - i odoben zy 1 ) amino ] propyl } - 4 - ( 3 -me t hy 1 - 5 - oxo - 
4 , s-ainyaro-in-pyrazol-l-yl) benzamide 




N^- [ (IS, 2R) -3- [ (l-acetylpiperidin-3-yl) ainino] -1- 
(3 , 5-dif luorobenzyl) -2 -hydroxypropyl] -S-methyl- 

w ,JN -dipropylisopntnalamide 




N^- { (1 S , 2R) - 1- ( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-ethoxy-5- . 
me cny X i s opnunax amxoe 




N^- (allyloxy) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3 - [ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5 - 
me cny X i s opnunax ami ae 




N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl ) -N^- 
i sobutoxy- 5 -me thy li soph thai amide 


2630 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- ~ 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methyl-N^- 
(2,2,3,3, 3-pentaf luoropropyl) isophthalamide 


2631 


ethvl 4- ( ( 3- r ( 1 ( IS . 2R) -3 - r R-rSi •Flnn-i-r^KoYT^irl \ o 

^**jr ^ \\*^ i\\V'*-»^/*'*^/ J- \o t 3 cLi JL xLiorooenzyx / — j — 
[ ( 3 -ethylbenzyl ) amino] -2 - 
hydroxypropyl } amino ) carbonyl ] -5- 
methylbenzoyl } amino ) butanoate 
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2632 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5 -methyl - 
, N^-bis (2,2, 2- trif luoroethyl ) isophthalamide 


2633 


N'^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^-ethyl-N'^- 
[ (l-ethylpiperidin-4-yl) carbonyl] -5- 
methylisophthalamide 


2634 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } -N^ - 
(2,2,3,3,4,4, 4-heptaf luorobutyl ) -5- 
methylisophthalamide 


2635 


N^- (l-benzylpyrrolidin-3-yl) -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } -N^-ethyl-S-methylisophthalainide . 


2636 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 -methyl -N^ - 
( tetrahydrofuran-2-ylmethyl) isophthalamide 


2638 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- 
{ [ (3R) -2 -oxoazepan- 3 -yl] amino} propyl) -5-methyl- 
N"^ , N^-dipropylisophthalamide 


2639 


N^- { (IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 1 , 1- 
dioxido-3 , 4-dihydro-2H-l, 2-benzothiazin-4- 
yl ) amino ] -2 -hydroxypropyl } -5 -me thyl -N^ , - 
dipropyli sophthalamide 


2640 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ 2 - ( 4 -me thy Ipent anoy 1 ) hydraz ino ] propyl } - 5 - 
methyl -N^ , N^-dipropylis6phthalamide 


2641 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -3 - [ ( 3 - 
ethylphenyl ) sulf onyl ] propanamide 


2642 


N^- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2, 2, 3, 3,4,4- 
hexaf luoro-N^ , N^-dipropylpentanediamide 


2643 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2 -hydroxypropyl } - 2 -phenyl - 
, N^-dipropylpentanediamide 


2644 


N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- [ (3- 
hydroxypropyl ) (methylsulf onyl ) amino] benzamide 


2645 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- [ (2- 
hydroxyethyl ) (methylsulf onyl ) amino] benzamide 


2o4o 


nM (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl}- 5- { [ (2R)-2- 
(methoxymethyl)pyrrolidin-l-yl] sulf onyl} -N^,N^ - 
dipr opy 1 i s oph thai ami de 


2647 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- [ (3- 
hydroxypropyl ) (methylsulf onyl ) amino ] benzamide 
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The compoimds in the table irnmediately below were 
prepared essentially using the methods described above and 
illustrated below in the schemes. 

The following compounds were named using the Advanced 
Chemistry Development Inc. (ACD) nomenclature program, lUPAC 
Name Batch Version 4.5. The website for ACD is 
www.acdlabs.com. 







mass 
spec 




5-broino-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
2 -hydroxy- 3 - [ ( 3 - i odobenzyl ) amino ] propyl } - 

vi f iM — Qipr opyxisopnunaxamiQe 




2649 


N-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
1 L V ^rizxuoromecnyi ; suxronyxj amino jJDenzamxa 
e 


586. 
1 


OCC7 

Zdo7 


N^-{ (IS, 2R) -1- (3, 5-dichlorobenzyl) -2- 
hydr oxy-3 - [ (3 -methoxybenzyl ) amino ] propyl } - 
, N'^-dipropylbenzene-l , 3 , 5-tricarboxamide 


643. 
2 


26o4 


N^-[ (lS,2R)-2-hydroxy-3- t (3- 
methoxybenzyl ) amino] -1- ( thien-2- 
ylme thyl ) propyl ] -N^ , N^-dipropylbenzene- 
1,3, 5- tricarboxamide 


581. 
3 


2665 


N^- { (IS, 2R) -i- (4-f luorobenzyl) -2-hydroxy-3- 
[ ( 3 -me thoxybenzy 1 ) amino ] propyl } -N^ , - 
dipropylbenzene-1 , 3 , 5-tricarboxamide 


593. 
3 


20DD 


n"-- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -5 - ( 4- 
methyl-1 , 3 -oxazol-2-yl ) -N^ , N^- 
dipr opyl i s oph thai ami de 


647 


2667 


N^-{ (is, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [( 3- 
e thy Ibenzyl) amino] -2-hydroxypropyl} -N^,N^- 
dipropyl-5- (1, 3-thiazol-2- 
yl) isopntnalamide 


649 


2668 


Nt { (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroa^propyl } -3 - 
[ (methylsulf onyl ) amino] benzamide 


532. 
2 


2671 


N — I ( xs , ^R; —1— \ i , b-a.xt:xuorooenzyj.) —3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5- 
(1, 3-oxazol-2-yl)-N^N^- 
dipropylisophthalamide 


633 


2672 


N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ {3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 5 - 
( 1 , 3 -oxazol-2 -yl ) -N^ N^- 
dipropylisophthalamide hydrochloride 


633. 
4 


2675 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -3 - [ ( 1- 
propylbutyl ) sulf onyl ] propanamide 
hydrochloride 


553 
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• 

2677 


N-^-{ (IS, 2R) -l-{3, 5-difluorobenzyl) -2- 
hydroxy- 3 - [ { 3 -me thoxybenzyl ) amino ] propyl } - 
5- ( 1 , 3 -oxazol-2 -yl ) -N^ , N^- 
dipr opyl i s ophtha 1 amide 


635 


2678 


N-f (IS. 2R) -1- (3 , 5-dif luorobenzvl^ -2- 
hycaroxy-3- [ ( 3 -iodobenzyl ) amino ] propyl } -2 - 
[ (methylsulfonyl) amino] -1, 3-thia2ole-4- 
carboxamide 


637 
6 


2679 


N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hvdroxv-3- (isopentvlamino)DroDvn -N^ .N^- 
dipropyl-5- 

{ [ (trif luoromethyl) sulfonyl] amino} isophtha 
1 amide 


665 


2680 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) --3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
( isopentyl sulfonyl ) propanamide 


525 


2681 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethvlbenzvl ) amino] -2-livdroxvDroDvll - 3- 
{ [ (l-metliyl-lH-imidazol-4-" 
yl) sulfonyl] amino }benz amide 
triliydroctiloride 


598. 
1 


2682 


N-{ (IS, 2R) -1- (3, 5~dif luorobenzvl) -3 - [ (3- 
e tliy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 4 - 
{ [ ( tr i f luorometliyl) sulfonyl] amino }benzamid 
e 


586 




N-{ (IS, 2R) -1- (3, 5^dif luorobenzyl) -3- [ (3- 
ethvlbenzvl ) amino 1—2 — hvdroxvDronvl 1 —3 — 
{[(2- 

hydroxyethyl ) (propyl ) amino ] sulfonyl }propan 
amide 


556 


2684 


. 


2685 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzy 1 ) amino ] - 2 -hydroxypropyl } - 3 - 
(1,3 -oxazol-2 -yl ) Ipenzamide hydrochloride 


506 


2686 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethvlbenzvl ^ ami no 1—9 — hvdiroxvo3?orivT ^ — R — 

{ [ (2-hydroxy-l,l- ....... 

dimethyl ethyl ) amino] sulfonyl } -N^ , N^- 
dipr opy 1 i s ophthal amide 


717 


2687 


N- f (IS, 2R) -1- (3 . 5-dif luorobenzvl) -3- f (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -3 - 
{ [ (2-hydroxy-l,l- 

dimethylethyl) amino] sulf onyl}benzamide 


590 


2688 


N^-f f IS. 2R) -1- (3 5-di f luorobenzvl^ -3- T (3- 
ethylbenzyl) amino] -2 -hydroxypropyl } - 5 - 
{ [ ( 3 -hydroxypropyl ) amino ] sulfonyl } -N^ , N^- 
dipropylisophthalamide 




2689 


N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- 
[ (methylsulfonyl) amino] -1, 3-thiazole"-4- 
carboxamide 


539 . 
1 
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2690 


N^- f f IS. 2R) -1- < 3 5-dif luorobenzvl) (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -n^- 
(phenylacetyl)-3-[ (1- 
propylbutyl) sulf onyl] alaninamide 


686 

\j sJ \J 


2691 


F 

JL P^-OOOH 


702 


2692 


TvT''"- ^ M c; 9P ^ -.1 - ^ R-rl-i f 1 iin-rohenzvl ^ -3 - F 

ethylbenzyl) amino] -2-hydroxypropyl} -5- (3- 
methylisoxazol-4-yl ) -N^ , N^- 
dipropylisophtlialamide hydrochloride 


647 


2693 


ethylbenzyl) amino] -2-hydroxypropyl} -5- 
( { [2- (methylamirio) ethyl] amino} sulf onyl) - 
, N'^-dipropylisophthalamide hydrochloride 


709 




Kr^-r/1<^ R-H-i f 1 iin-rnbpnT'vl ^ r ( 

x\ V V J-O / /i£\J X \ J / mJ VJ.X X X LIUIX WiJCXX<Cf jr X / J L \ 

ethylbenzyl ) amino ] - 2 -hydroxypropy 1 } - 5 - 
{ t ( 2 -hydroxyethyl ) amino ] sul f onyl } -N^ , N^- 

U.X ^X w^jr X X o W^iJ. UXXCIXCLlUXvJ.C 


689 
\j \j J 


2695 


N- { ( IS ; 2R) -1- {3 , 5-dif luorobenzyl ) -3 - [ {3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -4- 
[ (methylsulfonyl) amino] butanamide 


499 




\vJ-0/Zx\;"-X"-V'5/j — cix XX uox (jjjenzy x j -) l w 

ethylbenzyl) amino] - 2-hydroxypropyl } -5- 
{ piper az in- 1-yl sulf onyl) -N^,N^- 
1 TMrciTY^y'L i Qorjhl'haX'amid© 


71 A 
1 x^ 


2697 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [.{3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 3 - 
[methyl (methylsulfonyl) amino] benzamide 


546 




D — \ [ j^xs V z — nyaxoxye uxxyx y cuilxxiu j oux xuxjiy j. / —im 
{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^ , N^- 

Q.X^X jr X X O Ul^li UXXCl X CUIlX UtS 




2699 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 8- 
dimethylquinoline-3 -carboxamide 


518. 
3 


2702 


2-{ [ (2R,3S)-4-(3,5-difluorophenyl)-3-({3- 

I V Clxpr opyx&mxno ; c&x xjuxiy X J — □ — 
methylbenzoyl } amino ) -2 - 
hydroxybutyl 3 amino} ethyl 2,4- • - 
d^i f In or ODhenvl carbamate 


661. 

7 


2704 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^ , N^- 
dipropyl-5- (lH-pyrazol-4-yl) isophthalamide 


632 
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2706 


N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) ^3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 ~ 
hydroxy! s oxa zole-5-c ar boxami de 


446. 
2 


2707 


N^-{ {-1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- (1- 
inethyl-lH-imidazol-"2 -yl ) -N^ , N^- 
dipropylisophthalamide 


646 


2708 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } ^3 - 
{ [ (2R) -2- (methoxymethyl)pyrrolidin-l- 
y 1 ] carbonyl } - 5 -me thylbenzamide 
hydrochloride 


594. 
3 


2709 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-.[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 5- 
{ [ ( 2 -hydr oxyethyl ) amino ] sul f onyl } -N^ - 
propyl isophthalamide 


647 


2710 


N^-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl} -5- 
({ [ (lS)-2-hydroxy-l- 
methyl ethyl] amino } sul f onyl) -N"^,N^- 
dipr opy 1 i soph thai amide 


703 


2711 


N^-{ (is, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl } -N^ , N^- . 
diethyl-5- (1, 3-oxazol-2-yl) isophthalamide 


605. 
4 


2712 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - 
{ [ (2S) -2- (methoxymethyl)pyrrolidin-l- 
yl ] carbonyl } - 5 -me thylbenzamide 
hydrochloride 


594. 
3 


2713 


N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 5- 
{ [ (2S) -2- ( hydroxymethyl) pyrrol idin-1- 
yl ] sul f onyl } -N^ , -dipropylisophthalamide 


729 


2714 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5 - 
( { [ (IR) -2-hydroxy-l- 
methylethy 1 ] amino } sul f onyl ) -N"^ , N^- 
dipfopylisophthalamide 


703 


2716 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -3- (2- 
ethyl-l-hydroxybutyl ) benzamide 


539. 
3 


2717 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} - 5- 
t (dimethyl amino) sul f onyl] -N^,N^- 
dipropylisophthalamide 


673. 
1 


2719 


N^- [ (IS, 2R) -3-{ [2- 

(aminosulf onyl) ethyl] amino} -1- (3,5- 
dif luorobenzyl) -2 -hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


569. 
6 



-393- 



wo 03/040096 




PCT/US02/36072 



2723 


N^-{ (IS, 2R) -1- (3 , S-difluorobenzyl) ^2- 
hydroxy- 3- [ {4-phenylbutyl) amino] propyl} -5- 
methyl -N^ , N^-dipropylisophthalainide 


594. 
5 


2729 


IM \\xOf^rs.y X v ^ / 3"CLliXuOrOOSIlZyx ) — 3— [ { 3 — 

ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- 
ethyl -N^ -methyl - 5 - (1 , 3 -oxa2ol-2 - 

yl) isophthalamide 


591 . 
4 


2730 


i>j u / D uinuoroDenzyi ) — 3— [ (3— 
ethylbenzyl ) amino ] -2 -hydroxypropyl ) -N^- 
methyl-5- (1, 3-oxazol-2-yl) -N^- 
propyl isophthalamide 


605 . 
4 


2731 


XM X w / o~airxuoroDenzyi ; — 3- [ { 3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
dipropyl-5- ( pyrrol idin-1- 
ylsulfonyl) isophthalamide hydrochloride 


699 - 
1 


2732 


AN L \ j-o / 4u£\f J. \o i D U.1 xxiiorojDenzyj. ) ^ — 
hydroxy- 3- (isopentylamino) propyl] -5-{ [ (2- 
hydroxy-1 , 1- dimethyl ethyl) amino] sulf onyl}- 
, N^-dipropyl isophthalamide 


c e r\ 

669 


2733 


XN \\xo/^x\.y X V J / 3 cixxxu,oroDenzy± ; — J — [ J 3"" 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5- 
(1, S-oxazol-B-yD-N^N^- 
dipropylisophthalamide hydrochloride 


/" "1 
633 


2734 


iN 1 V -Lo / zxi; -X- V ^ / j-uixxuoroDenzyl ) -3- [ ( 3- 
ethynylbenzyl ) amino ] -2 -hydroxypropyl } -5- 
(1, 3-oxazol-2-yl) -N^N^- 
dipropylisophthalamide hydrochloride 


629 


2735 


iM uuuyx— i\j — 1 V xo / ^rt; — 1— ^ o , o — 
difluorobenzyl) -3- [ (3-ethylbenzyl) amino] - 
2 -hydroxypropyl }-N^-methyl- 5- (1, 3-oxazol-2- 

jr •i- / XoU^XiWllCLXCUlLXUC 


619 . 
4 


2736 


N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , N^- 
dimethyl-5- (1, 3 -oxazol-2-yl) isophthalamide 


577. 
3 


2737 


IN - 1 V xb , ^k; -±— i o , D-airxiioroDenzyi )-3— [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^- 
ethyl-5- (l,3-oxazol-2-yl) -N^- 
propylisophthalamide 


619 . 
4 


2738 


AM \ V # ^x\.; —X— V o 1 j-"axi:xuoroDenzy± ; —3 — [ (3- 
ethynylbenzyl ) amino] -2 -hydroxypropyl } - 
N^N^"dipropyl-5-- (1, 3-thiazol-2- 
yl) isophthalamide hydrochloride 


645 


2739 


iM-t vxo/ ^k; —X- \o , D-QirxuoroDenzyl ) —3 - 1(3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 - 

{[{1- 

propylbutyl) amino] sulf onyl}propanamide 


568 


2740 


N^-{ (1S,2R) -1- (3, 5-difluorobenzvl) -3- r (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5- 
{ [ (2R) -2- (hydroxymethyDpyrrolidin-l- 
yl] sulf onyl} -N^,N'-dipropylisophthalainide 


/ ^ Z7 
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2741 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
{[{2-hydroxy-l,l- 

dimethylethyl ) amino] sulf onyl } -N^ , N^- 
dipropylisophthalamide 


713 


2742 


hydroxy-3- (isobutylamino) propyl] -5- (1,3- 
oxazol-2-yl ) -N^ , N^-dipropylisoplithalamide 
liydrocliloride 


D / X 


2743 


5-bromo-N^- ( (IS 2R) -1- r3-f 
( tr i f luorometliyl ) benzyl ] -2 -hydroxy-3 - { [3 - 
( tri f luoroitietliyl ) benzyl ] amino }propyl ) - 
, N^-dipropylisoplithalamide 


1' 


2744 


trif luorobenzyl) -3-{ [3- 
( tri f luoromettiyl ) benzyl ] amino }propyl ) - 
, N^-dipropylisoplitlialamide 




2745 


etliylbenzyl ) amino ] -2 -liydroxypropyl } - 3 - ( 2 - 
etliylbutanoyl ) -S-metliylbenzamide 
liydrochloride 


DDX • 

•3— ■ 


2746 


etliylbenzyl ) amino] --2 -liydroxypropyl } - 3 - 
metliyl-5- [ (2-propylpiperidin-l- 
yl) carbonyl]benzamide liydrocliloride 


A n ^ 

DUO. 

3 


2747 


x\i \.v-*-»3/^-K-/ -L ^-jfD ~cii X. J. uoxTOxDenzy ± ; — j — l vJ — 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
methyl-5- [ (2-methylpyrrolidin-l- 
yl ) carbonyl ] benzamide liydrochloride 


4 


2748 


iAi \ V xo / ^£vy X V / 3~uxxxUiUxojyeiiZiyx y ""j*" i. ^j — 

etliylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - 
[ (2, 6 -dime thy Ipiperidin-l-yl) carbonyl] -5- 
methylbenzamide hydrochloride 


3 


2749 


i\ \ V xo , ^£v/ — X — V J , 3— dxxxuOiOoenzyx ; ^ j "* L v -3" 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- 
{ [ ( 2 -methoxyethyl ) amino] sulf onyl } -N^ , N^- 
dipropylisophthalamide 


*7 n 


2750 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 

Xlj^^XXVJ^Jf aJ L L 

( tri f luoromethyl ) benzyl ] amino }propyl ) - 

, N^-dipropyl-5- ( 1 , 3-thiazol-2- 
yl) isophthalamide dihydrochloride 


689. 

D 


2751 


iM *- 1 V J-i^ / ^rt; "-X— v«3 / o^-aixxuoroDenzyx ^— o — Lvo- 
ethynylbenzyl ) amino] -2 -hydroxypropyl } - 5- 
{ [ ( 2 -hydroxyethyl ) amino ] sulf onyl } -N^ , N^- 
dipropylisophthalamide 


boo . 
2 


2752 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2 -hydroxypropyl } -3 - 
methyl -5- (2-propylpentanoyl ) benzamide 
hydrochloride 


579 
3 
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2753 


N - (sec-butyl) -N -{ (IS, 2R) -l-(3, 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] - 
2 -hydroxypropyl } -5 -methyl-N^- 
pr opy 1 i s oph t ha 1 aioi de 


594. 
6 


2754 


N^-butyl-N"*-{ (IS, 2R) -1- (3,5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) aiciino] - 

2 -hydroxypropy 1 } - 5 -me thyl-N^- 

propyl i s opht hal ami de 


594. 
6 


2755 


N^-allyl-N^-cyclopentyl-N^-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl)amino] - 
2 -hydroxypropyl } - 5-methylisophthalamde 


600. 
5 


2756 


N\N^-dibutyl-N^-{ (IS, 2R) -1- (3,5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] - 

2 -liydroxypropyl } -5-metliylisophtlialamide 


608. 

6 


2757 


N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e tliylbenzyl ) amino ] -2 -liydroxypropyl } -N^ , - 
di i s obu ty 1 - 5 -me tliy 1 i s oplx tha 1 ami de 


608. 
6 


2758 


N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
tiydroxy-3- ( {3- [ (IZ) -prop-1- 
eny 1 ] benzyl } amino ) propyl ] - 5 -me tliy 1 -N^ , - 
dipr opy 1 i s opli tha 1 ami de 




2759 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- 
( ethyl sulfonyl ) benzyl] amino} r2- 
hydroxypropyl ) -5-methyl-N^ , N^- 
dipr opyl i s ophthalamide 


644. 
2 


2760. 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3-{ [l-(3- 

iodophenyl ) eye lopr opyl ] amino } propyl ) -5- 
methyl-N^ , N^-dipropylisophthalamide 


704. 
1 


2761 


A 


561. 
2 


2762 


N^-[ (lS,2R)-3-[ (l,l»-biphenyl-3- 
ylmethyl) amino] -1- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] - 5 -methyl -N^ , N^- 
dipr opyl i sophthalamide 




2763 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3- [ (3-hydroxy-l- 

phenylpropyl ) amino] propyl} - 5 -methyl -N^ , N^- 
dipr opy 1 i s oph thai ami de 


593. 
3 


2764 


N^-cyclohexyl-N^-{ (1S,2R) -l-(3,5- 

di f luorobenzyl ) - 3 - [ ( 3 -ethylbenzyl ) amino ] - 

2 -hydroxypropyl } -N^ , 5 - 

dimethyl i sophthalamide 


594. 
6 


2765 


N -cyclohexyl-N -{ (IS, 2R) -1- (3 , 5- 

di f luorobenzyl ) - 3 - [ ( 3 -ethylbenzyl ) amino ] - 

2 -hydroxypropyl ) -N^ - e thyl - 5 - 

methylisophthalainide 


606 . 
6 



-396- 



wo 03/040096 




PCTAJS02O6072 



2766 


N^-[ (lS,2R)-3-{[3-(l -ben20thien-2 - 

yl ) benzyl ] amino} -1- ( 3 , 5-dif luorobenzyl ) -2- 

hydroxypropyl] -S-methyl-N^ , N^- 

dipropylisophthalamide 


684 . 
5 


2767 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3-{ [3- 

(trif luoromethyDbenzyl] amino}propyl) -5- 
ethynyl-N^ , N'-dipropylisophthalamide 


630 . 
2 


2768 


N"^-{ (IS, 2R) -1- (3, 5- dif luorobenzyl) -2- 

hydroxy-3- [ {3-thien-3- 

y Ibenzyl ) amino ] propyl } - 5 -methyl -N"' , - 

dipropylisophthalamide 


633 . 
0 


2769 


N^- ( (1S,2R) -1- (3, 5-dif luorobenzyl) -2- 
hydroxy-3-{ [3- (5-methylthien-2- 
yl ) benzyl ] amino} propyl ) -5 -methyl -N^ , N^- 
dipr opy 1 i s ophthal amide 


647 . 
0 


2770 


N'^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2- 

hydroxy-3- [ (3-pyridin-4- 

y Ibenzyl ) amino ] propyl } - 5 -methyl -N^ , - 

dipropylisophthalamide 


629 . 
6 


2771 


N^- ( ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -2- . 
hydroxy-3-{ [3- (4-methylthlen-2- 
y 1 ) benzyl ] amino } propyl ) - 5 -methyl -N^ , N"^ - 
dipr opyli sophthalamide 


648. 
5 


2772 


N^- ( (IS, 2R) -1-- (3 , 5-dif luorobenzyl) -3- { [3- 
{ 2 , 4 -dimethoxypyrimidiii- 5 - 
y 1 ) benzyl ] amino } - 2 -hy dr oxypr opy 1 ) - 5 - 
methyl -N^ , N^-dipropylisophthalamide 


690. 
6 


2773 


N^-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3 -{ [3- 
(3, 5-dimethylisoxazol-4-yl) benzyl] amino} - 
2 -hydroxypropyl ) - 5 -methyl -N^ , N^- 
dipropylisophthalamide 


647 . 
6 


2774 


N*-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 6 - 
methyl -N^ , N^-dipropylpyridine-2 , 4- 
dicarboxamide 


581. 
3 


2775 


N^-[ (lS,2R)-3-{ [3- 

( eye 1 opropy lamino ) benzyl ] amino } - 1 - ( 3 , 5 - 
dif luorobenzyl) -2 -hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


607 . 
3 


2776 


N^-[ (lS,2R)-3-{ [3- 

( eye 1 opropy lamino) benzyl ] amino} -1- (3,5- 
dif luorobenzyl) -2 -hydroxypropyl] -5- 
ethynyl-N^ , N^-dipropylisophthalamide 


617. 
3 


2777 


N - ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2- 
hydro3Qr--3-{ [l- (2-isobutyl-l, 3-thiazol-5- 
yl ) eyclopropyl] amino} propyl ) -5-methyl- 
N"^ , N^-dipropylisophthalamide 


641 . 
3 
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2778 


N^-( (lS,2R)-l-{3,5-difluoroben2yl)-3-{ [l- 

hydroixypropyl) -5- (1, 3-oxazol-2-yl) -N^,N^- 
dipr opy 1 i s oph t hal ami de 


659. 
i 


2779 


methyl 3- ( { [ (2R, 3S) -4- (3 , 5- 
di f luor opheny 1 ) - 3 - ( { 3 - 

L \ ^JXJt'X XCUllxllLI y C^CLXTii^OXjyX J D 

methylbenzoyl } amino ) -2 - 

hydroxybutyl ] amino }methyl ) phenyl (methyl ) ca 
rbamate 


639. 
3 


2780 


N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 

[methyl (methylsulf onyl ) amino ] benzyl } amino ) 
propyl ] - 5 -methyl -N^ , - " 
dipropylisophthalamide 


659. 

6 


2781 


[ ( dime thylamino)sulf onyl] benzyl} amino) -2- 
hydrdxypropyl ] -5-methyl-N^ , N^- 
dipr opy 1 i s oph thai ami de 


3 


2782 


iM \ \±o , £ti\) — x~ \ J , D— u.n-xuoiODenzy± / — j — t Li."" 
( 3 -ethylphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl ) -5-methyl-N^ , N^- 
dipropy 1 i s ophthalami de 


c. r\ c 

3 


2783 


iM — i ^ xo , zk; —X— V J / D~Q.x rxuOiroDenzyj. ; — z — 
hydroxy-3-{ [ (2-isobutyl-l, 3-thiazol'-5- 
yl ) methyl ] amino }propyl ) -5- ( 1 , 3 -oxazol-2- 
yl ) -N^ , -dipropylisophthalamide 


658 . 
2 


2785 


iM V ^ xo / zxv.; X— \ o / o cix XX uuroDenzyx ; — t, LX~ 
( 3 -ethylphenyl ) -l^methylethyl] amino } -2- 
hydroxypropyl ) -5-ethynyl-N^ , N^- . . 
dipr opy 1 i s ophthal ami de • 


blo . 
3 


.2786 


iM — \ V -Lo f —X— \ o , D— axxxuorojjenzyx / — o — \ l-L"" 
( 3 -ethylphenyl ) -1 -methyl ethyl ] amino } -2 - 
hydroxypropyl ) -5-methyl-N^ , N^- 
dipr opy 1 i s ophthalami de 


3 


2787 


iM — "tvxo/Zivy— X— vO/O — cLx X XU.OJ. oxjenzyx / — z — 
hydroxy-3 - [ ( 3 - 

isopropylbenzyl ) amino 3 propyl } -5- ( 1 , 3 - 
oxazol-2-yl ) -N^ , N^-dipropylisophthalamide 


2 


2788 


JM - V ixo, zxi; -X— \ J / D-aiJLXuoropenzyi ; — j — i Lx- 
( 3 -ethylphenyl ) -1-methylethyl ] amino } -2 - 
hydroxypropyl) -5- (1, 3-oxa201-2-yl) -N^,N^- 
dipropyl isophthalamide 


661 . 
3 


2789 


N*''- ( (IS, 2R) -1- (3 , 5-dif luorohenzvl) -9- 
hydroxy-3-{ [1- (3-isobutylisoxazol-5- 
yl ) cyclopropyl ] amino } propyl ) - 5 - ( 1 , 3 - 
oxazol-2-yl ) -N^ , -dipropylisophthalamide 


o / o • 

3 
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2790 


JM - ( (lb, zx; -1- , 3"CiitluoroDenzyl) -2- 
hydroxy-3-{ [1- (3-isobutylisoxazol-5- 
yl) cyclopropyl] amino}propyl) -5-ethynyl- 
, N^-dipropylisophthalamide 


635 . 
2 


2791 


N - L (IS, 2R) -1- ( J , o-aif luorobenzyl) -2- 
hydroxy-3- { {3- 

[ (methylsulf onyl ) amino ] benzyl } amino ) propyl 
] -5-methyl-N^ , N^-dipropylisophthalamide 


645 . 

2 


2792 


N - ( (IS, 2RJ -1- (3 , 5-aif luorobenzyl) -2- 
hydroxy-3-{ [1- (3-isobutylisoxazol-5- 
yl ) eye 1 opropy 1 ] aitiino } pr opy 1 ) - 5 -me thyl - 
, N^-dipropylisophthalaitiide 


625 . 
3 


2793 


N -i (IS / zR) -1- (3 , 5 -dif luorobenzyl) --3- [ (3- 
ethynylbenzyl ) amino] -2-hydroxypropyl } - 5- 
(1,3 -oxazol -2 -yl ) -N^ , ^ 
dipropylisophthalamide 


629 . 
2 


070A 


N^- ( (IS, 2R) -1~ (3 , 5-dif luorobenzyl) -2- 
xiyoroxy'-J-- 1 1 

( trif luoromethyl ) benzyl ] amino}propyl ) -5- 
(l,3-oxazol-2~yl) -N^,N^- 
Qipr opy 1 1 s opnt nai ami ae 


673. 
2 


2795 


N^-[ (lS,2R)-3-[ (3-cyanobenzyl)amino]-l- 
(3 , 5 -dif luorobenzyl) -2-hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisoplithalamide 


577. 
2 


2796 


F 


649. 
0 


2797 


N - ( (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- { [1- 
( 3 -ethynylphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl ) -5- (1 , 3 -oxazol-2-yl ) -N^ , N^- 
dipr opy 1 i s oph thai ami de 


655 . 
3 


2799 


N -[ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- ( {3- 
[ (IE) -hex-l-enyl] benzyl} amino) -2- 
hydroxypropyl ] - 5 -methyl -N^ , - 
dipropy 1 i s oph thai ami de 


634. 
6 


2800 


N - [ (is, 2R) -3-{ [3- (5-acetylthien-2- 

yl ) benzyl ] amino } -1- ( 3 , 5-di f luorobenzyl ) -2 - 

hydroxypropyl ] - 5 -methyl -N^ , - 

dipr opy 1 i s ophthal ami de 


676. 
5 


2801 


N^- t (IS, 2R) -3- [ (3-allylbenzyl)amino] -1- 
(3 , 5-dif luorobenzyl) -2-hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisophthalamide 


592. 
6 


2802 


N^-((lS,2R)-l-(3, 5-dif luorobenzyl) -2- 
iijr^j-Lu^y J \ I «j \ o — luev-iioxypyncLm— J — 
yl ) benzyl ] amino }propyl ) -5-methyl-N^ , N^- 
dipropylisophthalamide 


659. 

0 
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2803 


N-"- [ (IS, 2R) -3-{ [ (2-tert-butylpyrimidin-4- 
y 1 ) me thy 1 ] amino } - 1 - ( 3 , 5 -di f luor obenzyl ) - 2 - 
hydroxypropyl ] -5-methyl-N^ , N^- 
dipropylisophthalamide 


610. 
3 


■ 

2804 


ir-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2- 
hydroxy-3- [ (3- 

i sopr opy Ibenzyl ) amino ] propyl } - 6 -me thyl - 
, N^-dipropylpyridine-2 , 4-dicarboxamide 


595. 
3 


2805 


N^- [ (IS, 2R) -3- [ (3-butylbenzyl) amino] -1- 
(3 , 5-difluorobenzyl) -2 -hydroxypropyl] -5- 
methyl -N^ , N^-dipropylisophthalamide 


608. 
6 


2806 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-- 3 - [ ( 3 -pentylbenzy 1 ) amino ] propyl } - 
5 -methyl -N^ , N^-dipropyli soph thai amide 


622. 
6 


2807 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3- [ (3-pent-4- 

enylbenzyl ) amino ] propyl } -5 -methyl -N^ , N^- 
dipr opy 1 i s oph tha 1 ami de 


620. 
6 


2808 


N^- [ (IS, 2R) -3- [ ( 3 -cyclopenty Ibenzyl) amino] - 
1- (3 , 5 -dif luor obenzyl) -2 -hydroxypropyl] -5- 
methyl-N"^ , N -dipropylisophthalamade 


620. 
6 


2809 


N^- [ (IS, 2R) -3- [ (3-cyclohexy Ibenzyl) amino] - 
1- (3 , 5-difluorobenzyl) -2 -hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisophtlialamide 


634. 
6 


2810 


N^-[ (1S,2R) -3-{[3- 

( cyclohexylmethyl ) benzyl ] amino } -1 - ( 3 , 5 - 
difluorobenzyl) -2 -hydroxypropyl] -5-methyl- 
, N^-dipropylisophtlialamide 


648. 
6 


2811 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
hex-5 -enylbenzyl ) amino ] -2 -hydroxypropyl } - 
5-methyl-N^ , N^-dipropylisophthalamide 


634. 
6 


2812 


methyl (2S) -3- [3- ( { [ (2R, 3S) -4- (3 , 5- 
di f luor opheny 1 ) - 3 - ( { 3 - 
[ (dipr opy 1 amino) carbonyl] -5- 
methylbenzoyl } amino ) -2 - 
hydr oxybuty 1 ] amino } methyl ) phenyl ] - 2 - 
methylpropanoate 


2812 


2813 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3 - { 1 3 - ( 3 -methyl thien-2 - 
y 1 ) benzyl ] amino } propyl ) - 5 -methyl -N^ , - 
dipr opy 1 i s oph thai amide 


648. 
5 


2814 


N^- ( (is, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3-{ [3 - (3-methylpyridin-2- 
y 1 ) benzyl ] amino } propyl ) - 5 -methyl -N^ , -r 
dipr opy 1 i s oph thai ami de 


643. 
6 


2815 


W- ( (IS, 2R) -1- (3, 5 -difluorobenzyl) -2- 
hydro3<y-3-{ [3- (4-inethylpyridin-2- 
y 1 ) benzyl ] amino } propyl ) - 5 -methyl -N^ , - 
dipropy 1 i s oph thai amide 


643 . 
6 
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2816 


( (lS.2R)-l-(3 5-dif luorobenzyl) -2- 
hydroxy- 3 - { [ 3 - { 5 -me thylpyr idin-2 - 
yl ) benzyl ] amino }propyl ) - 5 -rme thyl-N^ , N*- 
dipropy 1 i s oph thai amide 


643. 
6 


2817 


N-'^-f (lS.2R)-3-( r3-(4- 
chlorobutyl) benzyl] amino} -1- (3/5- 
dif luorobenzyl) -2 -hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


642. 
6 


2818 


N*^- r (1S,2R) "3-n3 - (3- 
cyanopropy 1 ) benzyl ] amino } - 1 - ( 3 , 5 - 
di f luorobenzyl ) - 2 -hydroxypropyl ] - 5 -methyl - 
, N^-dipropylisophthalamide 


619. 
6 


2819 


N^- r (IS, 2R) -3-{ [3- (4- 
cyaiaobu ty 1 ) benzyl ] amino } - 1 - ( 3 , 5 - 
dif luorobenzyl) -2 -hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


633. 
6 


2820 


N-'-- r (1S.2R) -3-f [3 - (6- 
cyanohexyl ) benzyl ] amino } - 1 - ( 3 , 5 - 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


661. 
6 


2821 


N'''- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2- 

hydroxy-3-{ [3- ( 6 -me thylpyr idin-2 - 

y 1 ) benzyl ] amino } propyl ) - 5 -methyl -N^ , - 

dipropylisophthalamide 


643. 
6 


2822 


Tcr^-((1S 2R)-l-(3 5-dif luorobenzvl) -2- 

hydroxy-3-{ [3- (1, 3-oxazol-2- 

yl ) benzyl] amino }propyl ) -5-methyl-N' , N^- 

dipropylisophthalamide 


619 . 
2 


2823 


methyl 3-{ [ ( (2R, 3S) -4- (3 , 5- 
dif luorophenyl ) -3 - { [ 3 - 

r f dinroDvlamino ) carbonvll —5— (1 • 3— oxazol— 2— 

y 1 ) benz oyl ] amino } - 2 - 

hydroxybutyl ) amino] methyl ) phenyl (methyl ) ca 
rbamate 




2824 


N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 

ny CLL vj jty — j— vi^v-^^/-^ 

[ (isobutylamino) carbonyl] -3- 

( methyl sul f ony 1 ) propyl ] amino } propyl ) - 5 - 
methyl -N^,N^-dipropylisophthalamide - 


681. 
0 


2825 


KT^-butvl-N'^-f (IS, 2R) -1- (3,5- 
dif luorobenzyl) -2 -hydroxy- 3- [ (3- 
i sopropylbenzyl ) amino ] propyl } -N^ , 5 - 
dime thy 1 i s oph thai ami de 


580 . 
3 


2826 


N^-{ (is, 2R)-1- (3, 5-dif luorobenzyl) -3- { [1- 
( 3 -ethylphenyl ) -1-methylethyl ] amino } -2 - 
hydroxypropyl) -5-{ [ (2-hydroxy-l, 1- 
dimethylethyl ) amino] sulf onyl } -N^ , N^- 
dipropylisophthalamide 


745. 
1 
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2827 


N*-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -5- 
{methyl [ (trif luoromethyl) sulfonyl] amino}- 
, N^-dipropylisophthalamide 


727 


2828 


N^- [ (IS, 2R) -3- (cyclopropylamino) -1- (3 , 5- 
dif luorobenzyl) -2-hydroxyi)ropyl] -5-{ [ (2- 
hydroxy-1 , 1- dimethyl ethyl) amino] sulf onyl}- 
, N^-dipropylisophthalamide 


639 


2829 


N^- ((IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- 
( 3 -e thylphenyl ) - 1 -me thylethyl ] amino } - 2 - 
hydroxypropyl ) -N^ , N^-dipropyl-5- (1,3- 
thiazol-2-yl) isophthalamide 


677. 
1 


2830 


N"-- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5 - 
[methyl (me thylsul f onyl ) amino ] -N^ , N^- 
dipropylisophthalamide 


673. 
2 


2831 


-butyl -N^- ( US, 2R) -1- (3,5- 
dif luorobenzyl) -3- { [1- (3-ethylphenyl) -1- 
methylethyl ] amino } -2 -hydro3Q^ropyl ) -N^ , 5- 
dimethylisophthalamide 


594. 
3 


2832 


N^- ( (IS, 2R) -1- (2, 4-dif luorobenzyl) -2- 
hydroxy-3-{ [3- 

( trif luoromethyl ) benzyl ] amino}propyl ) -5- 
methyl-N^ , N^-dipropylisophthalamide 


620. 
2 


2833 


5-bromo-N^- ( (IS, 2R) -1- (2 , 4-dif luorobenzyl) - 
2-hydroxy-3-{ [3- 

( trif luoromethyl ) benzyl ] amino}propyl ) - 
, N^-dipropylisophthalamide 


684. 
1 


2834 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } - 3 - [ ( 2 - 
ethylpiperidin-l-yl ) sulfonyl ] propanamide- 


566 


2835 


N^-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [1- 
( 3 -ethylphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl )- 5-ethynyl -N^ , N^- 
dipropyl i sophthal amide 


616. 
3 


2836 


N^-cycldbutyl-N^-{ (IS, 2R) -1- (3, 5- 

dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] - 

2 -hydroxypropyl } -5-methylisophthalamide 


550. 

1 


2837 


N^-cyclopentyl-N^-{ (IS, 2R) -1- (3,5- 

dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] - 

2 -hydroxypropyl } - 5 -methylisophthalamide 


564. 
1 


2838 


N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -5- 
me thy 1 -N^ -pen ty 1 i s ophthal amide 


566. 
1 


2839 


N^- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- 
i s open ty 1 - 5 -methyl i s ophthalamide 


566. 
1 
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2840 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3 - [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl ) -N^ - 
ethyl -N^ - ( 2 -hydroxye thyl ) - 5 - 
me thylisophthal amide 


568 . 

1- 


2841 


N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^ - { 2 - 
ethoxyethyl) -5-methylisophthalamide 


568. 
1 


2842 


N^-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (2- 
methoxyethyl) -N^ 5-dimethylisophthalamide 


568. 
1 


2843 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } -N^ - ( 2 - 
furylmethyl) -N^, 5-dimethylisophthalamide 


590. 
1 


2844 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl } - 3 - 
{ [ (2R, 5R) -2 , 5-dimethylpyrrolidin-l- 
yl ] carbonyl } - 5 -me thylbenzami de 


578 . 
1 


2845 


N^-cyclopentyl-N^- { (IS, 2R) -1- (3 , 5- 

di f luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] - 

2 -hydroxypropyl } -N^ , 5 - 

dimethyl i soph thai amide 


578 
1 


2846 


N^-{ (is, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- . 
ethylbenzyl ) amino ] -2 -hydroxyproijyl } -N^ , 5 - 
dimethyl -N^-pentyli sophthalamide 


580. 
1 


2847 


N^-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3 -[ (3- 
e thylbenzyl ) amino ] -2 -hydrox^r opyl } -N^ - ( 2 - . 
hydroxye thyl ) - 5 -methyl -N^- 
propylisophthalamide 


582 . 
1 


2848 


N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- 
ethyl-N^- (2-methoxyethyl) -5- 
methylisophthalamide 


582 

1 


2849 


N^-{ (IS, 2R)-1- (3, 5^dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2 -hydroxypropyl } - 5- 
methyl-N^- (2- 

methylcyclohexyl) isophthalamide 


592 

1 


2850 


N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino ] -2 r-hydfoxypropyl } -N^ - ( 2 - 
methoxyethyl) -5-methyl-N^- 
propy li s oph thai amide 


•J J \J m 

1 


2851 


N^- { (is , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -n^ , n^- 
bis (2-methoxyethyl) -5-methylisophthalamide 


612. 
1 


2852 


N^-allyl-N-'-cyclohexyl-N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] - 
2 -hydroxypropyl } -5-methylisophthalamide 


618. 
1 


2853 


N^-{ (is, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- 
methyl-N^ / N^-dipentylisophthalamide 


636. 
2 
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2854 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N"^ , N^- 
bis (2-ethoxyethyl) -5-methylisophthalaitiide 


640. 

1 


2855 


hydroxy-3-[ (2- 

naphthylme thyl ) amino ] propyl } - 5 - ( 1 , 3 - 
oxazol-2 -yl ) -N"^ , N'^-dipropylisophthalamide 


odo . 
2 


2856 


JM — DUCyX— JM — 1 \ JLb , Zii) —X— V J # 0" 

difluorobenzyl)-3~{ [l-(3- 

ethylphenyl ) cyclopropyl ] amino} -2 - 

hydr oxypropyl ) -N^, 5-dimethylisophthalamide 


coo 

3 


2857 


N^- ( {IS, 2R) -1- (3 , 5-dif luorobenzyl) «3-{ [1- 
( 3 - ethylphenyl ) cyclopropyl ] amino } - 2 - 
hydr oxypropyl ) - 5 - { [ ( 2 -hydroxy- 1,1- . 
dimethylethyl ) amino ] sul f onyl } -N^ , N^- 
dipr opy 1 i s oph thai ami de 


743. 
2 


2860 


JM — 1 v-Lo, ZK) -±- V o , 0-axrxuoroDenzyi / — j— Lw*" 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 5 - [ ( 3 - 
hydroxypropyL) sul f onyl ] -N^ , N^- 
dipropylisophthalamide 


^ o o 
boo 




N -1 (IS, zR) -1- (o , b-ditluoroDenzyl ) -3- L (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (IH- 
imida2ol-4-yl ) -N^ ,N^-dipropylisophthalamide 
urirxuoroace uace 


*^ **i 

632 


2862 


n'--{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2 -hydr oxypropyl} -5- 

i s oxa z o 1 - 3 -y 1 -N"^ , - dipr opy 1 i s ophthal ami de 


633 


2863 


N— t ( IS , zR) -1- (3 , D -air luorobenzyl ) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydr oxypropyl } - 3 - 
{ [ (2R) -2- (methoxymethyl)pyrrolidin-l- 
yl] carbonyl} -5- ( 1,3 -oxazol-2 -yDbenzamide 


647 


2864 


N^-t (IS, ZK) -1- (3 , D -uir luorobenzyl ) -3-1 (3- 
ethynylbenzyl ) amino] -2 -hydroxypropyl } -6- 
methyl-N^ ,N^-dipropylpyridine-2 , 4- 
di carboxamide 


577 . 
2 


2865 


N^-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -2- . . 
hydroxy- 3 - { [ 3 - 

( trif luoromethyl ) benzyl ] amino } propyl ) -6- 
methyl-N^ , N^-dipropylpyridine-2 , 4- 
di c arboxami de 


621, 
2 


2866 


N - ( (IS, 2R) -1- (3 , 5-air luorobenzyl) -3-{ [1- 
( 3 -ethylphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl ) - 6 -methyl -N^ , - 
dipropylpyridine-2 , 4-dicarboxamide 


607 . 
3 


2867 


iM — V \ / zxvy —X— \ o , 3— U.1JL j.uoroj3enzy± ) — j — \ i x— 
{ 3 -ethylphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl ) -N^ , N^-dipropyl-5- (1,3- 
thiazol-2-yl) isophthalamide 


D / 0 . 

4 
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2868 


N -{ (IS, 2R) -1- (3, luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropy 1 } - 5 - 
[methyl {thieii-2-ylsulfonyl) amino] -N^,N^- 
dipr opy 1 i s oph t hal aini de 


741 


2869 


N - { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5- 
( { [ {2R) -2-hydroxypropyl] amino) sulf onyl) - 
, N^-dipropylisophthalamide 


703 


2870 


N - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3-{ [1- (2-isobutyl-l, 3-thiazol-5- 
y 1 ) eye 1 opr opy 1 ] amino } propyl ) - 5 - (1 , 3 - 
oxazol-2-yl ) -N^ , N^-dipropylisophthalamide 


694 . 
2 


2871 


N^- { (IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- 
hydroxy-N^ , -dipr opy Ipentanedi amide 


548. 
1 


2872 




534. 
1 


2873 




550. . 
1 


2874 




656. 
3 


2875 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl } - 4- 
[ (methylsulf onyl ) methyl ] benzamide 


531 


2876 


N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 3 - 
methyl-5- (2-methylpentanoyl ) benzamide 
hydrochloride 


551. 
3 


2877 


N -{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl) -5- 
[ ( me thy 1 su 1 f ony 1 ) amino] -N^,N^ - 
dipr opy 1 i s ophthalamide 


659. 
2 


2878 


N -1 (IS, idR) -1- (i , b -air luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl) -3- [ (1- 
propylbutyl) sulf onyl] -D-alaninamide 
dihydrochloride 


568 



-405- 



wo 03/040096 



PCT/US02/36072 



2879 


N^-{ (lS,2R)-l-(3,5-difluoroben2yl)-3_[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyi } -n^- 
propionyl-3- 1 (1-propylbutyl) sulfonyl] -D- 
alanlnamide 


624 


2880 


o 

OH 0 


658. 
3 


2881 




630. 
3 


2882 


N^-butyl-N-^- { (is; 2R) -1- (3 , 5- 
dif luorobenzyl ) -3- [ (3 -ethylbenzyl ) amino] - 
2 -hydroxypropyi } -N^-methyl-5- ( 1 , 3-thiazol- 
2-yl ) isophthalamide 


O O Q . 

4 


2883 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyi } -3 - [ (3- 
hydroxypropyl ) ( methyl sul f ony 1 ) amino ] benzam 
ide 


J -/ \j • 
2 


2884 


N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyi } -4- 
(methylsul f onyl ) benzamide 


517. 
2 


2885 


^ " A 

0 0 HN^O OH " 

T Ha 


638 


2886 


N^-{ (IS, 2R) -1- (3 , 5~dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] r 2 -hydroxypropyi } -N^ , N^- 
dipropyl- 5 -pyriinidin-2 -ylisophthalamide 


644 


2887 


N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- I (2- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- 
( { [ (2S) -2 -hydroxypropyi] amino) sulfonyl ) - 
, N^-dipropylisophthalamide 


/ \jj 


2888 


N^-{ (lS,2R)-l~(3,5-difluorobenzvl)-3-r ^3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyi ) -N^ - 
methyl -N^-propyl-5- (1, 3 -thiazol-2- 
yl) isophthalamide 


3.. 


2889 1 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyi } - 3- (2- 
methylpe^tanoyl ) -5- (1 , 3-oxazol-2- 
yl ) benzamide 


604. 
3 
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2890 


N^- [ (IS, 2R) -1- (3, 5-difluorobenzyl) -2- 

[ (methylsul f onyl ) amino ] benzyl } amino ) propyl 
] -5- (1, 3-oxazol-2-yl) -N^N^- 
dipropyl isophthalamide 


698. 
o 


2891 


N^- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ { 3- 

(2,2 -dime thy Ipropanoyl ) -3 - [ { 1 - 
propylbutyl ) sulf onyl ] -D-alaninamide 
hydrochloride 


652 


2892 


ethylbenzyl ) amino] -2-hydroxypropyl} -5- 
{ [ (2R) -2 - (methoxymethyl)pyrrolidin-l- 
yl ] sulf onyl } , N^-dipropylisophthalamide 


/ 


2893 


*M" \ VXD / ^i\f -L \ ^ / J — tlx t i U.OX ujjsnzy i / O L w — 
ethylbenzyl ) amino] -2-hydroxypropyl } -4-- [ (3 - 
hydroxypropyl) (methylsulfonyl) amino] benzam 
ide 


0 


2894 


IT'-acetyl-N^-i (IS, 2R) -1- (3 , 5- 

H T "Fin riT'oVi^an *7\r'] ^ — — f / — ia^Vi\7l V\caTi T\rT \ sTn'i T^r\ 1 — 
UX I.XU.VJX WJiJCllilij^X / *^ L \ UXXjr xx,/dx^ JL ^ OIlLLiXUJ 

2 -hydroxypropyl } - 3 - [ ( 1 - 

propylbutyl ) sulf onyl ] -D-alaninamide : . ^ ■ 
hydrochloride 


610 


2895 


^ I ax j-y X vi""*-XiyxSUX LOiiyj. / aluxXlO J •"IN"* \ \ J.o , ZJcn./ — 

1- ( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl} -1, 3- 
thi azo le - 5 -carboxami de 


2 


2896 


O V JJU.Uy xo UIX JLUXiy i / X>J \ V-LOf^X\./ ± / ^ 

di f luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] - 
2 -hydroxypropyl } -D-alaninamide 
bis (trif luoroacetate) 


OA 0 


2897 


N^- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- { [1- 
V J — e unyxpzienyx ; cycxopropyx j amxno / — z — 
hydroxypropyl) -3- [ (1- 
propylbutyl ) sulf onyl ] -D-alaninamide 
bis (trif luoroacetate) 


594 


2898 


N^-f (1S/2R) -1- (3 5-dif luorobenzvl) -3- F ^3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^- 
isobutyryl-3- [ ( 1 -propylbutyl) sulf onyl] -D- 
alaninamide hydrochloride 


u ^ o 



The conpoTonds in the table immediately below were 
prepared essentially using the methods described above and 
illustrated below in the schemes. 

The following compounds were named using the Advanced 
Chemistry Development Inc. (ACD) nomenclature program, lUPAC 
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Name Batch Version 4.5. The website for ACD is 
www • acdlabs . com . 





Conipound Name(s) 


mass 


2899 


N- [ (IS, 2R) -3- (butylamino) -1- (3 , 5- 
dif luorobenzyl) -2-hydro:>^ropyl) -4- 
( ethyl thio ) benzamide 




2900 


N-{ (IS. 2R) -1- (3 , 5-difluorobenzvl) -1- f C^- 
e thylbenzyl ) amino ] -2 -hydroac/propyl ) -1 - (^2 - 
f luorophenyl ) -5-oxopyrrolidine-3 - 
carboxamide 


2 


2901 


{4-tert-butvl--l,3-thiazol-2-vl) -N^- 
{ (IS, 211).^!-. (3 , 5"dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hvdroxvDroDvl } succinamide 




2902 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl } -3 - 
hydroxy-6- (l-hydroxyr-2 , 2- 
dimethylpropyl ) pyridine-2 -carboxamide 


542. 
3 


2903 

■i www 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -liydroxypropyl } -2 - 

f r ( ethvlamino ) carbonvll amino'V'h^nT'??!!!"! He* 


525. 
3 


.2908 


3-acetyl-N- [ (1S/2R) ^3- (benzylamino) -1- 
(3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] benzamide 


- 


2909 


N^-l (IS 2R^ -1- (2 S-dif liiOT-n'h^nT'v'T ^ -.9- 
hydroxy-3 - [ ( 7 -methoxy-1 ,2,3,4- 
tetrahydronaphthalen-l-yl ) amino ] propyl } - 5- 
methyl-N^ , N^-dipropylisophthalamide • 




2913 


dioxido-3 , 4-dihydro-l, 2-benzoxathiin-4- 
yl ) amino] -2 -hydroxypropyl } -5-methyl-N^ , N^- 
dipr opy 1 i s oph t ha 1 ami de 




2916 


IN \ v-Lo,^x>./— X XL*' \ ojiwiuts uiiyx / — xxi— 
imidazol-l-yl] methyl} -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5 - 
methyl -N^ , N^-dipropylisophthalamide 




2918 


N^- ( (1S,2R) -1- (3, 5-dif luorobenzyl) -3- { [ (2- 
ethylpyrimidin-4-yl ) methyl ] amino } -2- 
hydr oxypr opy 1 ) - 5 -methyl -N^ , - 
dipr opy 1 i s oph t ha 1 ami de 




2920 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 5 - * 
{ [ ethyl (methyl ) amino] sulf onyl } -N^ , N^- 
dipr opy 1 i s oph thai ami de 


687. 
3 
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2921 


N-f<lS 2R)-l-f3 5-dif luorohenzvT ^ r 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - [ ( 2 - 
hydroxye thyl ) (methyl sul f onyl ) amino ] benzami 
de 


575 . 
9 


2922 


5-bromo-N^-{ (1S,2R) -1- (2 , 4-dif luorobenzyl) - 
3 - [ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } - 
, N^-dipropylisophthalamide 


646. 
4 


2923 


ethylbenzyl ) amino ] - 2 -hydroxypropyl } - 3 - [ ( 2 - 
methoxyethyl) (methylsulf onyl) amino]benzami 
de hydrochloride 


^ J7 U • 

0 


2924 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3- 
[ (methylsulf onyl ) methyl ] benzamide 


531. 
2 


2925 


N^-f (IS. 2R) -1- (3 5-dif luorobenzvl^ -3 - r f 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 - [ ( 4 - . 
hydroxybutyl ) sulf onyl ] -N^ , N^- 
diDroDvlisoTDh thai amid© favdronhloTi 


4 


2926 


N-{ (is, 2R) -1-^3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } - 1 - 
( dipr opy 1 amino ) i soguino 1 ine - 7 - carboxami de 


589. 
4 


2927 


N**"-! (IS. 2R) -1- (3 5-dif luorobeanzvl ^ -3- r 
ethylbenzyl ) amino] - 2 -hydroxypropyl} -5- 
{ [ (2-hydroxyethyl) (methyl) amino] sulf onyl] - 
N-^ , N^-dipropylisophthalamide 


4 


2928 


N^~l (IS 2R) -1- f3 5-dif liior'o'h^an!7v1 ^ -3-. f 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5- 
[ ( ethylamino ) sulf onyl ] -N^ , N^- 
dipropylisophthalamide 


O / J • 

4 


2929 


N"*"-! (IS. 2R) -1- (3 5-dif luorohenzvl ^ -3- r M- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (5- 
methyl-1, 2, 4-oxadiazol-3-yl) -N^,N^- 
dipropylisophthalamide hydrochloride 


4 


2930 


N-f (IS. 2R) -1- (3 . 5-dif luorobenzvl ^ -3- r ^3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -2- 
[methyl (methylsulfonyl) aitiino] -1, 3-oxazole- 
4 — c arboxami de 




2931 


3 - (butylsulf onyl ) -N- { ( IS , 2R) -1- (3,5- 

di f luorobenzyl ) -3 - [ .( 3 -ethylbenzyl ) amino] - 

2 — hvdroxvDro'Dvl liDroT^anamide 


511 


2932 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , N^- 
dipropylmalonamide 




2933 


N^-( (IS 2R) -1- (3 S-di f T iinrn'hpa'nTvl \ -7 - r 

ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , N^- 
dipropylbicyclo [2 . 2 . 1] hept-5-ene-2 , 3- 
di c ar boxami de 




2934 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , N^- 
dipropylcyclopentane-1 , 3 -dicarboxamide 
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2935 


N^-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3 , 4- 
dimethyl-N^, N^-dipropylthieno [2 , 3- 
b] thiophene-2 , S-dicaurboxamide 




2936 


N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydro3«ypropyl } -2 - 
phenyl -N^ , N^-dipropylpentanediamide 




2937 


N^-ben2yl-N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl ) amino] - 
2-hydroxypropyl } -N*- { 2 - (dipropylamino ) -2 - 
oxoethyl] glycinamide 




2938 


3- (4-chlorophenyl).-N*-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] - 
2-hydroxypropyl } -N* , 
dipropylpentanedi amide 




2939 


(2E) -N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] - 2-hydroxypropyl } -2- 
(methoxyimino) -N^ , N^-dipropylpentanediamide 




2940 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^- [2- 
( dipropylamino) -2-oxoethyl] -N^- 

phenyl glycinamide 




- 2941 


N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
. dipropylcyclohexane-1 , 2-dicarboxamide 




2942 


N^- [ (IS , 2R) -3- 1 (benzyloxy) amino] -1- (3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] -5- (1, 3- 
oxazol-2-yl ) -N^ , N^-dipropylisophthalamide 




2943 


N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3- 
pheny Ipropanami de 




2945 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } - 5 - ( IH- 
imidazol-2-yl ) -N^ , N^-dipropylisophthalamide 


632. 
3 


2946 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- (1- 
hydroxy-2 -propylpentyl ) benzamide 


567. 
3 


2947 


N-{ (IR, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -3 - 
isobutyrylbenzamide hydrochloride 


536. 
2 


2948 


N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - ( 2- 
propylpentanoyl ) benzamide 


565. 
3 


2949 


N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - ( 2 - . 
ethylbutanoyl ) benzamide hydrochloride 


537. 

3 
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The compounds in the table immediately below were 
prepared essentially using the methods described above and 
illustrated below in the schemes. 

The following conpounds were named using the Advanced 
5 Chemistry Development Inc. (ACD) nomenclatxare program, lUPAC 



Name Batch Version 4.5. The website for ACD is 
www.acdlabs.com. 



2951 


0 j6-^ ^ 


561. 
2 


Oft CO 

2953 




623 . 
2 


2954 


N^-{ (IS, 2R) ~1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 , 3 - 
dimethyl -N^ , N^-dipropylcyclopropane-1 , 2-. 
dicarboxamide 


558. 
4 


2956 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydrqxypropyl) -3- 
methyl-N^ , N^-dipropylpentanediamide 


546. 
5 


2957 


N''-{ (1S,2R) -l-(3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 , 3 - 
dimethyl -N^ , N^-dipropylpentanediamide 


550. 
5 


2958 


N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 

e thyl- 3 -methyl -N^ , N^-dipropylpentanediamide 


574. 
5 


2959 


N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
nycuToxy-j-metnyx-N ,N - 
dipropylpentanediamide 


562. 
5 


2960 


2- [allyl (methylsulfonyl) amino] -N-{ (IS, 2R) - 
1- (3 , 5-difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1 , 3- 
oxaz o 1 e- 4 - carboxamide 


563. 
2 


2962 


N^-[ (lS,2R)-3-{{2-[bis(2- 
hydroxyethyl ) amino ] ethyl } amino ) - 1 - ( 3 , 5 - 
difluorobenzyl) -2 -hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide 


593. 
5 


2963 


N"-- [ (IS, 2R) -3- (cyclopropylamino) -1- (3 , 5- 
dif luorobenzyl) -2 -hydroxypropyl] -3- [ (1- 
propylbutyl) sulf onyl] -D-alaninamide 
dihydrochloride 
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N-{ flS/2R)-l-(3,5-difluoroben2yl)-3-r (3- 


536 . 




ethylbenzyl) amino] -2-hydroxypropyl} -3- [4- 


3 




(hydroxymethyl ) -1 , 3 -oxazol-2 -yl ] benzamide 




2964 


hydrochloride 





-412- 




5 



Step 1: A solution of iodide 1 (1.70 g, 4.36 mmol) , Pdgdbaa (80 
mg, 0.087 mmol) , dppf (193-.ing, 0.349 inmol), and triethylamine 
(882 mg, 8.72 inmol) in Jff-methylpyrrolidine (10 mL) was 
degassed under nitrogen for 15 min. 3-Mercapto-l-propanol 
(402 mg, 4.36 mmol) was added and the reaction mixture was 
heated at 60 for 2 h. The reaction mixture was cooled to 
room tenrperature and then partitioned between ethyl acetate 
and saturated sodium chloride. ^ The organic layer was washed 
(2x) with saturated sodiiam chloride, dried (sodium sulfate), 
filtered, and concentrated iinder reduced pressure. 
Purification by flash column chromatography (silica, 1:1 
hexanes/ethyl acetate) gave sulfide 2 (880 mg, 57%) as a 
yellow oil: NMR (300 MHz, CDCI3) 5.8.00 (s, IH) , 7.85 (s, 
IH), 7.50 (s, IH), 3.92 (s, 3H) , 3.77 (m, 2H) , 3.47 (m, 4H) , 
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3.11 (m, 4H), 1.92 (m, 2H) , 1.70 (m, 2H) , 0.98 (m, 3H) , 0.78 
(m, 3H); ESI MS m/z 354 [M + H]*. 

Step 2: To a stirred solution of sulfide 2 (880 mg. 2.49 mmol) 
in 1:1 acetic acid/water (15 mL) was added excess 30% hydrogen 
peroxide. The reaction mixture was stirred overnight and then 
partitioned between ethyl acetate and water. The organic 
layer was washed with water, dried (sodium sulfate) , filtered, 
and concentrated iinder reduced pressure to give a sulfone (912 
mg, 95%) as a pale yellow oil: NMR (300 MHz, CDCI3) 5 9 . 51 
(s, IH), 8.28 (s, IH), 8.11 (s, IH), 3.99 (s, 3H) , 3.71 (m, 
2H), 3.55 (m, 2H), 3.44 (m, 2H) , 3.38 (m, 2H) , 2.11 (m, 2H) , 
1.88 (m, 2H), 1.78 (m, 2H) , 0.77 (m, 3H),.0.56 (m, 3H) ; APCI 
MS jn/z .387 [M + H]*.- 



Step 3: A solution of the sulfone from step 2 (912 mi, 2.36 
mmol) in 3:1:1 methanol /tetrahydrofuran/1 N sodium hydroxide 
(20 mL) was stirred at room ten^^erature for 2 h. The reaction 
mixture was partitioned between ethyl acetate and water. The 
aqueous layer was acidified to pH 3 with 1 N hydrochloric acid 
and extracted with chloroform. The organic layer was dried 
(sodium sulfate) , filtered, and concentrated to give acid 3 
(860 mg, 98%) as a white foam: NMR (300 MHz, CDCI3) 5.8.48 
(s, IH), 8.24 (s, IH) , 8.08 (s, IH) , 4.11 (m, 2H) , 3.69 (m, 
25 . ,2H),, 3.3a (m, 2H), 3.13 (m, 2H) , 1.98 (m, 2H) , 1.75 (m, 2H) , 
1.58 (m, 2H), 1.03 (m, 3H) , 0.79 (m, 3H) . 

Stq? 4: To a stirred solution of acid 3 (630 mg, 1.69 mmol) , ' 
amine 4 (688 mg, 1.69 mmol), HOBt (251 mg, 1.86 mmol), and N- 
30 methylmorpholine (855 mg, 8.45 mmol) in methylene chloride (15 
mL) was added EDC (583 mg, 3.04 mmol) . The reaction mixture 
was stirred overnight and then partitioned between ethyl 
acetate and water. The organic layer was washed with 1 N 
hydrochloric acid, saturated sodium bicarbonate, and saturated 
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sodixim chloride, dried (sodiiim sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash 
coliiim chromatography (silica, 93:7:1 methylene 
chloride/methanol/eimmonitun hydroxide) gave ALB 8198 (5) (400 
5 mg, 34%) as a white solid: mp 62-66 DC; IR (ATR) 3293, 2964, 
2874, 1614 cm"^; NMR (300 MHz, CDCI3) 5,8.18 (s, IH) , 8.06 
(s, IH) , 7.85 (s, IH), 7i28,(m; 2H) , 7.15 (m, 2H), 6.85 (m, 
2H), 6.62 (m, IH) , 4.31 (m, IH) , 3.79 (m, 2H) , 3,67 (m, 2H) , 
3.55 (m, 2H), 3.24 (m, 2H) , 3.05 (m, 2H) , 2.91 (m, 4H) , 2.86 

10 (m, IH) , 2.60 (m, 2H) , 1.95 (m, 2H) , 1.73 (m, 2H) , 1.56 (m, 

2H), 1.22 (m, 3H) , 1.03 (m, 3H) , 0.72 (m, 3H) ; APCI MS Jn/z 688 
[M + H]*; HPLC: Method A, 8.36 min (>99%, AUG). Anal. Calcd 
for C36H47F2N3O6S»0.25H2O: C, 62.45; H, 6.92; N, 6.07. Foiind: C, 
62.21; H, 6.69; N, 5.97. 

15 - , •• . 

ibUMPLE SP-132 




F 



20 Step 1: A mixture of benzoate 6 (870 mg, 3.79 mmol) and sodiiom 
thiomethoxide (292 mg, 4.18 mmol) was stirred in THF (20 mL) 
at 40 DC. After 48 h, the reaction mixture was cooled to room 
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ten5>erature and then partitioned between ethyl acetate and 
water. The organic layer was dried (sodixam sulfate), 
filtered, and concentrated under reduced pressure to give 
sulfide 7 (650 mg, 87%) as a white foam: NMR (300 MHz, 
CDCI3) 5.7.97 (s, IH), 7.88 (d, J = 8 Hz, IH) , 7.40 (d, J" = 8 
Hz, IH), 7.27 (m, IH), 3.92 (s, 3H) , 3.71 (s, 2H) , 1.99 (s, 
3H) . 

Step 2s To a stirred solution of sulfide 7 (650 mg, 3.31 iranol) 
in 1:1 acetic acid/water (25 mL) was added excess 30% hydrogen 
peroxide. The reaction mixture was stirred overnight and then 
partitioned between ethyl acetate and water. The organic 
layer was washed with sodium bicarbonate, water, and saturated 
sodium chloride, dried (sodium sulfate) , filtered, and 
concentrated under reduced pressure to give sulfone 8 (540 mg, 
72%) as a clear oil: ^H NMR (500 MHz, DMSO-d^) 5.8.12 (s, IH) , 
8.04 (d, J =1 Hz, IH), 7.74 (d, J =1 Hz, IH) , 7.54 (m, IH) , 
4.62 (s, 2H), 3.98 (s, 3H) , 2.98 (s, 3H) . 

Step 3: A mixture of sulfide 8 (540 mg, 2.37 mmol) in 3:1:1 
methanol /THF/ 2 N sodixam hydroxide (10 mL) was stirred 
overnight. The reaction mixture was partitioned between ethyl 
acetate and water. The aqueous layer was acidified to pH 3 
with 1 N HCl and extracted with chloroform. The organic layer 
was dried (sodium sulfate) , filtered, and concentrated under 
reduced pressure to provide an acid (406 mg, 80%) as a white 
solid: ^H NMR (300 MHz, DMSO-d^) 5.8.02 (s, IH) , 7.96 (d, J = 7 
Hz, IH), 7.64 (d, J- = 7 Hz, IH) , 7.57 (m, IH) , 4.59 (s, 2H) , 
2.92 (s, 3H) . 

Step 4: To a stirred solution of acid from step 3 (260 mg, 
1.21 mmol), HOBt (163 mg, 1.21 mmol), amine 4 (495 mg, 1.21 
mmol), and W-methylmorpholine (612 mg, 6.05 mmol) was added 
EDC (418 mg, 2.18 mmol) . The reaction mixture was stirred 
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overnight and then partitioned between ethyl acetate and 
water. The organic layer was washed with 1 N hydrochloric 
acid, saturated sodium bicarbonate, and saturated sodium 
chloride, dried (sodium sulfate) , filtered, and concentrated 
5 \ander reduced pressure. Purification hy flash column 
chromatography (silica, 93:7:1 methylene 

chloride/methanol /ammonium hydroxide) gave ALB 8653 (9) (308 
mg, 48%): rap. 147-149 DC; IR (ATR) 3286, 2961, 1633, 1596 cm"^; 
NMR (300 MHz, DMSO-d^) 5 8.39 (d, J" = 9 Hz, IH) , 7.77 (s, 

10 IH), 7.72 (d, J = 7 Hz, IH) , 7.54 (d, J= 7. Hz, IH) , 7.48 (m, 
IH), 7.18 - 6.93 (m, 7H) , 5.03 (br s, IH) , 4.51 (s, 2H) , 4.18. 
(br s, IH), 3.68 (s, 2H) , 3.67 (m, IH) , 3.12 (m, IH) , 2.91 (s, 
3H), 2.88 (m, IH) , 2.61 (m, IH) , 2.45 (m, 2H) , 2.43 (m, 2H) , 
1.13 (m, 3H) ; ESI MS m/z 531 [M + H]*; HPLC: Method A, 6.81 min 

15 (>99%, AUG). Anal. Calcd for C3iH4oF2N404« 0.2 SHaO-^C, 62.85; H, 
6.12; N, 5.23. Found: C, 62.96; H, 5.83; N, 5.09. 

SXJdSPl^ SP-133 
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StBp It A solution of hydroxide 10 (2.5 g, 11.1 mmol) and POCI3 
(10.4 mL, 111 romol) was stirred at 70 °C for 2.5 h. The 
5 reaction mixture was cooled to room teinperature, poured into 
ice water and the solution was stirred overnight. The aqueous 
mixture was diluted with CHCI3/ washed with a saturated 
solution of NaHCOs/ saturated NaCl, dried (MgS04) , filtered, 
and concentrated under reduced pressure to afford chloride 11 
10 (2.3 g, 85%) as a tan solid: NMR (300 MHz, DMSO-de) 5 8.39- 
8.36 (m, 2H), 8.09-8.02 (m, 2H) , 7.95 (d, J= 6 Hz, IH) . 

Step 2: A solution of chloride 11 (500 mg, 2.1 mmol) and 
dipropylamine (2.8 mL, 21 mmol) was heated at 150 °C in a 

15 sealed tube for 2 d. The reaction mixture was cooled, and the 
solvent was removed under reduced pressure to provide amine 12 
(400 mg, 63%) as a brown oil: NMR (300 MHz, DMSO-ds) 5 8.55 
(s, IH), 7.90 (d, J- = 6 Hz, IH) , 7.75-7.64 (m, 2H) , 6,87 (d, J 
= 6 Hz, IH), 3.42 (q, J = 7 Hz,.4H), 1.65' (q,^ J = 7 Hz, 4H) , 

20 0.94 (t, J = 7 Hz, 6H) . - - 

Step 3: A solution of amine 12 (350 mg, 1.1 mmol) and CuCN 
(204 mg, 2.2 mmol) in DMF (2 mL) was stirred at reflux for 24 
h. The reaction mixture was cpoled-^ to room temperature, 
25 diluted with water, and extracted with EtOAc (3 x 50 mL) . The 
combined organics were washed with saturated NaCl, dried 
(MgS04)/ filtered, and concentrated under reduced pressure to 
provide a nitrile (279, mg, 100%) as a brown oil, which was 
used without any further characterization. 

30 

Step 4: A solution of the nitrile from step 4 (279 mg, 1.1 
mmol) in concentrated HCl (4 mL) was heated at 150 °C in a 
sealed tube for 14 h. The reaction mixture was cooled to room 
temperature, the solvent was removed xander reduced pressure. 
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and the residue was dissolved in a 25% NH4OH/H2O solution and . 
stirred for 1 h. The solution was acidified to pH 4, and 
extracted with CHCI3 (3 x SOmL) . The combined organics were 
dried (Na2S04) , filtered, and concentrated under reduced 
5 pressure to provide acid 13 (104 mg, 35%) as a white solid: 
NMR (300 MHz, CDCI3) 5 8.85 (s, IH) , 8.15 (d, J" = 8 Hz, IH) , 
8.01 (d, iJ = 6 Hz, IH) , 7.79 (d, i7 = 7 Hz, IH) , 7.21 (d, J = 6 
Hz, IH), 3.47 (m, 4H) , 1 . 68. .(m, . 4H) , 0.83 (m, 6H) ; ESI MS m/z 
273 [M + H]"". 

10 

Step 5: To a stirred solution of acid 13 (103 mg, 0.38 nunol), 
amine 4 (154 mg, 0.38 mmol) , HOBt. (77 mg, 0.57 monnol), and 
DIPEA (0.2 mL, 1.1 mmol) in methylene chloride (4 mL) was 
added HATU (216 mg, 0.57 mmol). The reaction mixture was 

15 stirred overnight and then partitioned between methylene 
chloride and 1 N hydrochloric acid. The organic layer was 
washed with saturated sodium bicarbonate, saturated sodivim 
chloride, dried (sodiiam sulfate) , filtered, and concentrated 
vmder reduced pressure. Purification by flash column 

20 chromatography (silica, 9:1 methylene chloride/methanol) gave 
a ALB 8655 (70 mg, 31) : mp: 142-151 ^'C; IR (ATR) : 3222, 1621, 
1585, 1114, 848, 700 cm"^; /^H NMR (500 MHz, DMSO-d^) 6 9.46 (s, 
IH), 9.09 (s, 2H), 8.57 (s, IH), 8.35 (s, IH) , 8.09 (s, IH) , 
7.29 (s, IH), 7.46 (d, J= 6 Hz, IH), 7.40 (s, IH) , 7.35 (d, J 

25 =7 Hz, IH), 7.27 (t, J" = 7 Hz, IH), 7.19 (d, J" = 7 Hz, IH) , 
7.04-6.97 (m, 3H) , 4.24-4.08 (m, 4H) , 3.73 (br s, 4H) , 3.54 
(br s, 8H), 3.18 (d, J- = 8 Hz, IH) , 3.10 (br s, IH) , 3.00 (m, 
IH), 2.87 (d, J = 8 Hz, IH), 2.56-2.50 (m, 2H) , 1.75 (d, J = 6 
Hz, 4H) , 1.12 (t, J = 7 Hz, 3H) , 0.88 (t, J = 7 Hz, 6H) ; APCI 

30. MS m/z 589 [M + H]*; HPLC: Method A, 7.21 min (99%, AUG). 

Anal. Calcd for C35H42F2N4O2«2HCl«0 . 5H2O: C, 62.68; H, 6.76; N, 
~ 8.35. Found: C, 62.60; H, 6.89; N, 8.29. 

EXAMPLE SP-134 
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MeO 




OB 
SnBus 



PdCi2(PPh3)2. Toluene, 69% MeQ 




CH3CH2I 



KOH,DMSO.30% 




HATU.DiPEA 



HM 





Ketones used in this EXAMPLE can be generally prepared as 
shown in chart U. 

Step- 1 

TO a stirred solution of the halide (4.68 g, 20 mmol) in 
anhydrous toluene (10 mL) was . added f a-ethyoxyvinyl ) - 
tributyltin . (7.66 ml, . 22 inmol) and 

dichlorobis(triphenylphosphine)palladium (0.715 g, 1 mmol). 
The reaction was heated under nitrogen at 100 for 14 hours. 
After. hydrolysis of the reaction mixture with IN HCI (100 ml), 
the organic layer was extracted with diethyl ether (100 mL x 
2), washed with aqueous potassium fluoride (10%, 100 mL) , 
dried with magnesium sulfate, and concentrated under vacuo. 
The crude product was purified by flash column chromatography 
(lb - 20% ethyl acetate: hexane) to .afford 2.5 g of 3-Acetyl- 
5-methyl-benzoic acid methyl ester as a white solid (65% 
yield). IR (drift) 3090, 3078, 3019, 2998, 2952, 2920, 1716, 
.1681,^1608, 1596, 1448, 1435, 1273, 1237, 1234, 1197, Ills' 
893 cm-i; NMR (CDCI3) 5 8.44 (s, 1 H) , 8.10 (s, 1 H) , 8.01 
(s, 1 H), 3.99 (s, 3 H), a.68 (s, 3 H) , 2.51 (s, 3 H) ; HRMS 
(FAB) calcd for C11H12O3 + H*= 193.0865, found 193.0868. 



Step 2. 
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To a stirred suspension of potassiiim hydroxide (pellets) (5.0 
g, 90.0 mmol) in dimethyl sulfoxide (10 inL) was added 3-Acetyl- 
5-methyl-benzoic acid methyl ester' (0.8 g., 4.5 ramol) and 1 - 
iodopropane (2.9mL, 36 mmol) at room tentperatiire . The reaction 
mixture was heated to 50 - 60 and stirred for additional 1 
hour. After cooled to room temperature, the reaction was 
poured into IN aqueous HCl solution (100 -mL) . The aqueous 
solution was extracted with diethyl ether (80 mL x 2). The 
combined organic layer was washed with brine (80 mL x 2), 
dried with magnesium sulfate, and concentrated under vacuo. 
The crude, product was purified by flash coliomn chromatography 
(30 - 40% ethyl acetate: hexane) to afford 0.316 g of the 
benzoic acid as a pale yellow solid (30% yield). 

Step 3 

To a stirred solution of acid the benzoic acid (138,2 mg, 0.59 
mmol) in DMF (3 mL) was added HATU (281 mg, 0.74 mmol), 
diisopropylethylamine (0,31 mL, 1.77 mmol), and then the amine 
(240 mg, 0.59 mmol) at room temperature. After stirred for 1 
hour at room temperature, the reaction mixture was poured into 
40 mL water. The. aqueous solution was extracted with 
chloroform (50 mL x 2), and then organic layers were 
collected, washed with water (40 mL x 2), IN HCl (40 mL x 2), 
sat. aq. .sodium bicarbonate (40 mL x 2) and brine (40 mL x .2), 
dried over sodium sulfate, and concentrated under vacuo. The 
crude product was purified by flash coliamn chromatography (10% 
methanol: di chl or ome thane) to afford 198 mg of the desired 
product as a pale yellow solid (61% yield). 

EXAMPIiE SP-135 
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F 




16 



1^ 



F 



F 



Compound 14b (1 equiv, 0.064 mmol, 37.6 mg) was dissolved in 
EtOAc before the addition of PtO (catalytic) and an Ha balloon. 
5 The reaction was stirred for 4 hours at ambient tenperature 
before LC-MS determined the two products: 15 and 16. The 
crude mixtiire was filtered through celite and the solvent was 
removed in vacuo before isolation by HPLC of each of the 
products: 15 (13 mg, 34 %, M+H* = 592.3) . and 16 (16 mg, 42 %, 
10 M+H* = 594.3 )•. 
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EXAUPLE SP-136 




17 

F 




Cbmpoxmd 17 (1 eguiv, 0.46 mmol/ 0.31 g) was dissolved in 
,5 CH2CI2 and cooled to 0 °C before the addition of B0C2O (1 equiv, 
0.45 mmol, 0.1 g) and catalytic DMAP. After the reaction was 
judged to be done by TLC (4 h) , the solvent was simply removed 
in vacuo and the product was used crude in the next step. 

10 The iodo compound (1 eguiv, 0.13 mmol, 100 mg) , Pd2dba3{0.02 
equiv, 0,002 inmol, 2.4 mg) , dppf (0.08 eguiv, 0.01- mmol, 5.8 
mg) , Et3N (2 equiv, 0.26 mmol, 0.04 mL) , and NMP (0.3 0.4 
mL) were added to a sealed tube and flushed / bubbled with N2 
(g) for 15 minutes. Ethanethiol was then added and the tube 

15 was sealed and stirred for 3h at 60 °C. At this point the 
reaction was cooled to ambient temperature, diluted with 
brine, and extracted 3x with EtOAc. The combined organic 
extracts were then washed with brine (2x) , dried over Na2S04, 
filtered, and rotovapped to give the crude brown desired 

20 thioether. Colvmn chromatography through Si O2 with 25 % EtOAc 
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in hexanes gave the pxirified product (71.5 mg, 0.1 mmol, 77 
%) . 

The thioether (1 eguiv, 0.08 ntmol, 56.3 mg) was dissolved in 
AcOH (0.4 mL) and treated with 30 % H202 (0.2 mL) . The 
reaction was stirred 2 h. At this point, the crude mixture 
was peurtitioned between EtOAc and HjO, and the products were 
extracted 3x with EtOAc. • The organic extracts were dried over 
Na2S04, filtered, and rotovapped before colviinn chromatography 
purification through Si02 with 50 % EtOAc in hexanes gave the 
separated Boc protected sulfone and sulfoxide. After TFA 
deprotection and HPLC purification, the final products 18 (17 
mg, 33%, M+H* = 644.2) and 19 (18 mg, 35 %,. M+H* = 628.3) were 
achieved. 



EXAMPLE SP-137 




A 

TO' 



H OH 



I — / 



OH 



PdCl2(PPh3)2 

Cul 
NEt3 




EXAMPLE SP-138 



OH II 



Aldrich 



H2 balloon 

PtO 



Pd(Ph3)4 
Na2C03 
DME 



EtOAc 




BocHN" Y^^N 
OH H 




BocHN 




Na(0Ac)3BH 
AcOH 
mol sieves 
DCE 



BocHN 




1. TFA deprotection 

2. EDC/HOBt^MM 
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EXAMPLE SP-139 



0 




The aniline (1 equiv, 8.46 inmol, 1 g) was dissolved in 



10 pyridine (1 M, 8.5. mL) and cooled to 0 ®C before the addition 
of methyl chloroformate (1.2 equiv, 10.2 mmol, 0.96 g, 0.78 
mL) . The reaction was allowed to warm to room temperature 
overnight with stirring. The reaction mixture was then 
rotovapped, and H2O- was added to the residual oil, at which 

15 point a white solid precipitated. The white precipitate was 
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filtered and washed with H2O, and then dried on the vacuum piainp 
overnight to give the clean crude carbamate (1,4 g, 93%) 

The carbamate (1 equiv, 3.98 mmol, 0.70 g) was dissolved in 
5 THF (8 mL) and cooled to 0 °C before the addition of a IM THF 
solution of KOtBu (1.1 equiv, 4.37 mmol, 4.37 mL) . Upon 
addition of KOtBu, the starting material crashed out of 
solution, and so more THF was added (5 mL) along with dioxane 
(2 mL) . At this point, despite the continued lack of 
• 10 solubility, Mel (1.1 eguiv, 4.37 mmol, 0.62 g, 0.27 mL) was 

added and. the reaction was allowed to warm to room teir^jerature 
overnight with stirring. After 12 hours, the reaction was 
still not in solution, and TLC showed incoitplete consimption 
of starting material. Thus, DMF (5 mL) was added and the 
15 reaction finally went into solution.- After stirring for 5 
additional hours at ambient temperature, the reaction was 
complete. The crude reaction mixture was filtered through 
celite, rotovapped, partitioned between H2O and EtOAc, 
extracted 3x with EtOAc, and washed with brine. The organic 
20 extracts were dried over Na2S04, filtered, and rotovapped . 
Purification through a short plug of SiOa with 30% EtOAc in 
hexanes gave the desired methylated carbamate which still 
contained a colored impurity which was undetected by TLC and 
NMR. (0.76 g, Quantitative) 

25 

The nitrile (1 equiv, 3.98 mmol, 0.76 g) was dissolved in 
ethanol, and N2 (g) was bubbled through the solution for 5 
minutes before the addition of AcOH (1 equiv, 3.98 mmol, 2.27 
mL) and 5% DeGussa Pd/C (1 scoop) . N2 (g) was bubbled again 
30 for 5 minutes before shaking on Parr Shaker at 55 psi H2 
overnight. The reaction was filtered through celite and 
rotovapped to give the acetic acid salt of the desired 
product. The product was then partitioned between 10% NaOH 
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(aq) and 20% isopropanol / chloroform/ and extracted 3x with 
20% isopropanol / chloroform to give the desired free-base. 

The crude free-base was used to open the epoxide. The M+H"*" mass 
5 of the final product is 639.3. 



EXAMPLE SP-140 




10 The aniline (1 eguiv, 16.9 mmol, 2 g) was dissolved in 

■ pyridine and cooled to 0 °C before the addition of the sulfonyl 
. chloride (1.5 equiv, 25.4 mmol, 2.91 g, 1.97 mL). Upon 
addition of the sulfonyl chloride, the reaction, turned bright 
orange. The reaction was allowed to warm to room temperature 
15 oveamight with stirring. After 12 hours, the reaction mixture 
. was rotovapped, partitioned between CH2CI2 and NaHCOs (aq) , and 
extracted 3x with CH2CI2. The combined organic extracts were 
washed with. KHSO4 (aq) and brine, dried over'Na2S04, filtered, 
and rotovapped to give the clean crude sulfonamide. (3.34 g, 
20 Quantitative) 

The crude sulfonamide was dissolved in acetone before the 
addition of ground CS2CO3, followed by Me2S04- The CS2CO3 did 
not dissolve completely. The reaction was stirred overnight 
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at ambient temperature. After 12 h, the bro\vnish reaction 
mixture was rotovapped in a fume hood, partitioned between 
EtOAc and H2O, and extracted 3x with EtOAc. The combined 
organic extracts were then washed with NaHCOa (aq) and KHSO4 
(aq) , dried over Na2S04/ filtered and rotovapped to give the 
crxide methylated sulfonamide. By TLC the Rf values of the 
starting sulfonamide and the final product were identical, 
however the spots were different colors. Quick purification 
through a plug of Si02 with 30% - 40% EtOAc in hexanes gave the 
desired product, (1.88 g, 93 %) 

The nitrile (1 equiv, 8.94 mmol, 1.88 g) was dissolved in 
methanol, and N2 (g) was bubbled through the solution for 5 - 
minutes before the addition of AcOH (1 equiv, 8.94 mmol, 0.51 
mL) and 5% DeGussa Pd/C (one scoop) . N2 (g) was bubbled again 
for 5 minutes before shaking on Parr Shaker at 55 psi H2 for 2 
hours. The reaction was filtered through celite and 
rotovapped to give the acetic acid salt of the desired 
product. The product was then partitioned between 10% NaOH 
(aq) and 20% isopropanol / chloroform, and extracted 3x with 
20% isopropanol / chloroform to give the desired free-base. 

The crude free-base was used to open the epoxide. The M+H* 
mass of the final product is 659.3. 

EXAMPLE SP-141 . 





Pd/C,H2 55psl 
AcOH 



Sxj^/ EtOH 



pyridine 



F 



Open epoxide Peprotect Amine Couple to N-terminus 
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A 2M solution of dimethylamine in THF (1.2 equiv, 11.88 inmol/ 
5.94 mL) was dissolved in pyridine and cooled to 0 before 
the addition, of the sulfonyl chloride (1 eguiv, 9.9 raraol, 2 
g) . The reaction was allowed to wainn to room temperature 
5 overnight with stirring. After 12 hours, the reaction mixture 
was rotovapped, partitioned between CH2CI2 and NaHCOa (aq) , and 
extracted 3x with CH2CI2. The combined organic extracts were 
washed with KHSO4 (aq) and brine, dried over Na2S04, filtered, 
and rotovapped to give the clean crude sulfonamide. (2.04 g, 
10 98 %) 

The nitrile (1 equiv, 9.7 xtimol, 2.04 g) was dissolved in a 
mixture of ethanol, methanol, and THF until it finally went 
into solution. N2 (g) was bubbled through the solution for 5 

15 minutes before the addition of AcOH (1 equiv, 9.7 ramol, 0.56 
mL) and 5% DeGussa Pd/C (one scoop) . N2 (g) was bvibbled again 
. for 5 minutes before shaking on Parr Shaker at 55 psi H2 
overnight. The reaction was filtered through celite and 
rotovapped to give the acetic acid salt of the desired 

20 product. The product was then partitioned between 10% NaOH 
(aq) and 20% isopropanol / chloroform, and extracted 3x with 
20% isopropanol / chloroform to give the desired free-base. 

The crude free-base was used to open the epoxide. The M+H'*' 
25 mass of the final product is 659.3. 

EXAMPLE SP-142 
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The aniline (1 equiv, 8.46' mmol, 1 g) was dissolved in 



pyridine (1 M, 8.5 itiL) and cooled to 0 °C before the addition 
of methyl chloroformate (1.2 eguiv, -10.2 itimol, 0,96 g, 0.78 
5 inL) . The reaction was allowed to warm to room temperature 
overnight. The reaction mixture was then rotovapped, and H2O 
was added to the residual oil, at which point a white solid 
precipitated. The white precipitate was filtered and washed 
with H2O, and then dried on the vacuum pump overnight to give 
10 the clean crude carbamate (1.4 g, 93%) 

The nitrile (1 eguiv, 3.43 ramol> 0.604 g) was dissolved in 
ethanol, and N2 (g) was btibbled. through the solution for 5 
minutes before the addition of AcOH ^(1 equiv, 3.43 mmol, 0.2 

15 mL) and 5% DeGussa Pd/C (one scoop) . N2 (g) was biibbled again 
for 5 minutes before shaking on Parr Shaker at 55 psi H2 
•overnight. The reaction was filtered through celite and 
rotovapped to give the acetic acid salt of the desired 
product. The product was then partitioned between H2O with 

20 NH4OH and 20% isoprbpanol /chloroform, and extracted 3x with 
20% isopropanol / chloroform to give the desired free-base. 

The crude free-base was used to open the epoxide. The M+H"* mass 
of the final product is 625.2. 
25 - . . . 

EXAMPLE SP-143 
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—S-CI 
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Pd/C. HzSSpsI 

AcOH 

EtOH 



H2N 




H 



pyridine 



F 



Open epoxide Deprotect Amine Couple to N-termlnus 




The aniline (1 equiv, 16.9 iranol, 2 g) was dissolved in 
pyridine and cooled to 0 before the addition of the sulfonyl 
chloride (1,5 equiv, 25.4 mmol, 2.91 g, 1.97 inL) . Upon 
5 addition of the sulfonyl chloride, the reaction turned bright 
orange. The reaction was allowed to warm to room temperature 
overnight with stirring. After 12 hours, the reaction mixture 
was rotovapped, partitioned between CH2CI2 and NaHCOa (ag) , and 
extracted 3x with CH2CI2. The combined organic extracts were 
10 washed with KHSO4 (aq) and brine, dried over Na2S04, filtered, 
and rotovapped to give the clean crude sulfonamide. (3.34 g. 
Quantitative) 

The nitrile (1 equiv, 7.40 mmol, 1.45 g) was dissolved in 
15 methanol, and N2 (g) was bubbled through the solution for 5 
minutes before the addition of AcOH (1 equiv, 7.40, 0.42 mL) 
and 5% DeGussa Pd/C (one scoop) . N2 (g) was bubbled again for 
5 minutes before shaking on Parr Shaker at 55 psi H2 for 2 
hours. The reaction was filtered through celite and 
20 rotovapped to give the acetic acid salt of the desired 

product. The product was then partitioned between H2O with 
NH4OH and 20% isopropanol / chloroform, and extracted 3x with 
20% isopropanol / chloroform to give the desired free-base. 

25 The crude free-base was used to open the epoxide. The M+H"^ 
mass of the final product is 645.2 
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Na(OAc)3BH 


AcOH 


OH 


mol sieves 



BocHN 




DepfPtect ^ Couple ^ 
N N-Terminus 



DCE 











0 




















OH H 





Tlie aldehyde (1 equiv, 2.29 mmol, 0.3 g) and the amine (1.05 
equiv/2.40 mmol, 0.76 g) were dissolved in 1,2 dichloroethane 
(40 xnL) and treated with- molecular sieves (a small scoop) and 
a few drops of AcOH. The reaction was stirred for 1 h before 
adding Na(0Ac)3BH (1.3 equiv, 2.98 mmol, 0.63 g) . The reaction 
was stirred overnight at ambient temperature. After 12 h, the 
reaction mixture was filtered, and rotovapped. The residue 
was .partitioned between EtOAc and H2O, and the product was 
extracted 3x with EtOAc. The combined organic extracts were 
dried over Na2S04, filtered, and rotovapped to give the clean 
crude desired amine. (Quantitative) 

The crude material was deprotected with TFA and coupled to the 
N- terminus as usual. The M+H* mass of the final product is 
577.2. 



EXAMPLE SP-145 
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The phenol (1 equiv, 16.8 mmol, 2 g) was taken up in CH2CI2. 
but did not dissolve, thus THF and acetone were added in a 
failed attempt to solubilize the phenol. The mixture was 
5 cooled to 0 °C before the addition of NEtFCl' equiv, 16.8 mmol, 
1.7 g, 2.3 mL), DMAP (1 equiv, 16.8 mmol, 2.05 g) , and 
dimethyl carbamyl chloride (1 equiv, 16.8 iranol, 1.81 g, 1.55 
mL) . Upon addition of NEts/ the reagents dissolved'. The^ "' 
reaction appeared to be complete after stirring for 2 hours, * 

10 as judged by TLC. However, the reaction was stirred for 2 
days. After 2 days, the reaction was partitioned between 
CH2CI2 and- NaHGOa (aq) , and extracted 3x with CH2CI2. The 
combined organic extracts were washed with 1 N HCl and brine, 
dried over Na2S04/ filtered, and rotovapped to afford the clean 

15 crude carbamate. (3.04 g, 95%) 

The nitrile (1 equiv, 16.0 mmol, 3.04 g) was dissolved in 
ethanol, and N2 (g) was bubbled through the solution for 5 
minutes before the addition of 5% DeGussa Pd/C (one scoop) . N2 
20 (g) was bubbled again for 5 minutes before shaking on Parr 
Shaker at 55 psi for 1 hour. The reaction was filtered 
through celite and rotovapped to give the desired free-base. 

The crude free-base was used to open the epoxide. The M+H* 
25 mass of the final product is 639.3. 
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BSaUFLE 5P-146 



/=\ 



1. nBuU/THF .(~\ 
' --^ NyO 

ZnCI 



2. ZnCl2 




Pd(PPh3)4 




Oxazole (3.15 eguiv, 1.89 mmol, 0.13 g) was weighed into an 
oven-dried round-bottom flask, dissolved in THF (3 mL) , and 
cooled to -78 *C before the addition of a 1.6 M solution of 
nBuLi in hexanes (3.48 equiv, 2.09 nrool, 1.3 nL) . After 
stirring for 30 minutes at -78 "C, a. 1.0 M solution of ZnCla in 
THF (9.06 eguiv, 5.4 mmol, 5.4 mL) was added dropwise. At 
this point the stirring stopped due to increased viscosity or 
stickiness within the reaction vessel. This solution was 
warmed to 0 °C for 1 hour before the HCl salt of AN 104574-7 (1 
equiv, 0.6 mmol, 0.429 g) , along with Pd(PPh3)4 were added. 
This mixture was heated to reflux for 1 ho\ir. The reaction 
was then partitioned between EtOAc-and H2O, extracted 3x with 
EtOAc, washed with brine, dried over Na2S04, filtered and 
rotovapped. Chromatography on SiOa with 2 - 5% MeOH / CH2CI2 
with a few drops of NH4OH yielded the clean desired product. 
(95%, 0.35 g, M+H* = 619.2) 



EXAMPLE SP-147 



-434- 




MS 279.0 (M+H) MS 265.1 (M+H). 287.1 (M+Na) 

2-Dipropylcarbainoyl-6-iiietliyI-i8oxiicotinlc acid 



5 A solution of 23.7 inmole (l.Oeq.) of 2-chloro-6- 

methylisonicotinic acid in 32inL of 30%MeOH/THF. was prepared. 
To the reaction mixture was. added SO.Ommole {1.3eq) of 
(trimethylsilydiazo) methane dropwise. The reaction was 
complete after stirring at rt overnight. A few drops of 
10 glacial acetic acid were added to the reaction mixture prior 
to concentration by rotary evaporation to afford product 2, 
quantitatively. 

To a dried 100 mL .round bottom- flask was added 22.0 mmole 
(l.Oeq.) of the methyl ester .2, 0.45inmole (0.02eq.) 

15 tris (dibenzlideneacetone) dipalladium ( 0 ) ^ 0 . 90 (0 . 04eq. ) 1,1- 
bis{diphenylphosphine) ferrocene, 28.3mmole (0.13eq.) zinc 
metal dust and 10.7 .(.0.5eq) zinc cyanide. The reaction flask 
was flushed with nitrogen gas for 5 min and_45mL N,N- 
dimethylacetamide was added via syringe. The reaction was 

20 complete after refluxing while stirring vigorously for 4 h. 

The reaction mixture was diluted with EtOAc (50mL) and washed 
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With 2N NH4OH (3 X SOiriL) followed by sat. NaCl (50 niL). The 
combined organic extracts were dried over NaaSO* and vacuxom 
filtered. The filtrate was concentrated by rotary evaporation 
and pxirified via column chromatography Hex/EtOAc (8:2) to 
yield product 3, 34% yield. 

A solution of l;2imnole (l.Oeg.) of the nitrile 3 in 5 mL of 
methanol was prepared. To the reaction mixture was added 
6.7mmole (5.7eg) of sodium hydroxide. After 1 h of stirring at 
rt, 5mL of H2O were added to the reaction mixture. The reaction 
was conplete after stirring for an additional l.Sh. The 
mixture was diluted with CHCI3 and washed with 2NHC1. The 
organic extracts were collected and . dried over Na2S04 and 
vacuum filtered. The filtrate was concentrated by rotary 
evaporation to afford product 4, 61% yield. 

A solution of 0.7mmole (1.0 eq. ) of the carboxylic acid 4 in 
6mL of dichloromethane was prepared. To the reaction mixture - 
was added 1. Smmole (2.6eg.) 4-methylmorpholine. The reaction 
flask was placed on ice to cool prior to addition of 0. Smmole 
(l.leg.) HBTU and 0. Smmole (1.2eq.) diproplyamine . The 
reaction was complete after allowing to warm to rt overnight 
while stirring. The reaction mixture was diluted with EtOAc 
(25 mL) and washed with H2O (2 x 25mL) followed by sat. NaHCOj 
(2 X 25ml,) . The combined organic extracts were dried over 
Na2S04 and vacuum filtered. The filtrate was concentrated by 
rotary evaporation to afford product 5, 64% yield. 
A solution of 0.5 (l.Oeg.) of the isophalate 5 in 2 mL of 
methanol was prepared. To the reaction mixture was added 
4. Smmole (9.3eq) of sodium hydroxide. After 2 h of stirring at 
rt, 2mL of H2O were added to the reaction mixture. The reaction 
was coniplete after stirring for an additional 1.5h. The 
mixture was diluted with EtOAc and washed with H2O (2x) 
followed by sat. NaHCOs (2x) . The aqueous extracts were " 
collected and acidified with cone. HCl. A solution of CHCla/iPA 
(1:3) was utilized for extraction. The organic extracts were 
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collected washed with sat. NaCl, dried over Na2S04 and vacuum 
filtered. The filtrate was concentrated by rotary evaporation 
to afford product 6. 



10 



EXAMPLE SP-148 



NaOCHsCHs 




MS 211.1 (M+H) 



MS 165.1 (M+H) 



Bredereck, H., Sell, R. and Effenberger, F.; Chean. Ber.; 1964, 
97; 3407. 



15 EXAMPLE SP-149 



o o" 



H2N ^NHg 



O 

A. 



HCI (cone.) 




N^OH _ 
^ 50% CH3CO2H 



MS 140.1 (M+H),162.0(M+Na) 

NaNOg 



N 



CH3CH2OH 

MS 1 11.1 (M+H), 133.1 (M+Na) 




N^OH 
N 



DMA 



POCI3 



Pd{PPh3)2Cl2. 
CHaCHSnBug, K2CQ3, 
(CH3CH2)4NC I 

^i anh. DMF 

3 

MS 140.0 (M+H) 




10%wtPd-C, 
CH3CO2H 

. CH3CH2PH 



H2N' 




MS 132.1 (M+H) 
(2-Sthyl-p3^imidin--4-yl) -methylamine 



MS 138.1 (M+H) 
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Experimental procedures were utilized in order to yield 
products 1 through 3 as described in the following references. 
Bumess, D.M.; J. Org. Chen., 1956,21,97. 
5 Daves, G.D., O'Brien, D.E., Lewis, L. and Cheng, C.C.; J. 
Eeterocycl. Chem. , 1963, 1, 130. 

Into a oven-dried 50 inL round bottom flask was added 3.6imole 
(l.Oeq-.) of the halopyrimidine 3, 5.4inmole (l.Seq.) 

10 tributyl (vinyl) tin, 0.09inmoie (0.03eq. ) 

bis (triphenylphosphine) palladium (II) chloride, 4.1mmole 
(l.leg.) tetraethylammonixam chloride, 3.8mmole (0.9eq.) 
potassium carbonate and 7.5 mL of dry DMF. The reaction was 
complete after refluxing under condenser with nitrogen inlet 

15 for 2 hrs. The reaction mixture was diluted with EtOAc (30 mL) 
and washed with H2O (2 x .30 mL) followed by sat, NaCl (30 mL) . • 
The combined organic extracts were dried over Na2S04 and vacuum' 
filtered. The filtrate was concentrated by rotary evaporation, 
purified via column chromatography Hex/EtOAc (9:1) to yield 
20 product 4, 
42% yield. 

In a. small vial, a solution of 1.53mmole (l.Oeq.) of the 
styrene 4 was prepared by dissolving in a minimal amount of 
25 EtOH. To the reaction mixture was added 0.1 mL of glacial 

acetic acid followed by a catalytic amount of 10%wt palladium 
on carbon. The reaction was complete after placement on the 
hydrogentator for 30 min. at 50psi. The reaction mixture was 
vacuum filtered through Celite and rinsed with EtOAc. The 
30 filtrate was concentrated by rotary evaporation to afford 
product 5. 
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EXAMPLE SP-150 




The starting diamine {- 18 mgs, -0.05 inmol) and 1 equiv. 
of sulfonyl chloride were dissolved in 1 ml of pyridine at - 
5.0 *C in a 1-dram vial. This mixture was allowed to react for 
18 hoxirs. After reaction time, the pyridine was dissolved. and 
the product mixture was prepared for LC-MS analysis using a 
Hewlett-Packard 1050 Series HPLC coupled to a Thermo -Finnigan 
LCQ Deca MS. Prom the LC-MS results, the final product was 
purified using the Varian Pro Star Preparative HPLC. 



EXAMPLE SP-151 Synthesis of N-terminal dipropyl""'^ 
replacement 




EXAMPLE SP-152 Synthesis of W-texminal olutarates 



-439- 



wo 03/040096 ^ ^ PCTAJS02/36072 



HO" 




OH 



Prom the 11 coinpounds that were made in this library, 2 
were made with the starting dicarboxylic acid and the other 9 
were already in the glutaric anhydride form. To prevent the 
5 dicarboxylic acids from forming diamides, 0.1 nmiol of each 
acid was reacted with 1 equiv. of EDC iix 1 ml of 
dichloromethane for 1 hour at room temperature. With all of 
the starting materials in the glutaric anhydride form, 0.1 
mmol of each glutaric anhydride was iriixed with 0.1 mmol of 
10 dipropylamine in 1.5 ml of dichloromethane for 2 hours at room 
teinperature. The resulting acids were then reacted with l 
equiv. of the HEA piece using 1.1 eguiv. of HATU as the 
• coupling agent. 3 eguiv. of polystyrene-bound ■ • 
diisopropylethylamine was used as the base. These reactions 
15 were run in 1.5 ml of DMF for 4 hours at room temperature. The 
products were then purified via the Varian Pro Star 
Preparative HPLC . 

EXAMPLE S P-153; Representative procedure of CHART Y(R=i) 
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Preparation of 1-arylcyclopropanecarbonitriles (2) (R = I) 
Org, Prep, Proc. Inter > 1995. 27(3), 355-59 

... To a vigorously stirred mixture of the iodobenzyl cyanide 1 
(3g, 12.35 mM) , benzyltriethylammonium chloride (TEBAC, 100 
mg) and l-bromo-2-chloroe thane (BCE, 15 mL) , 50% aq. NaOH 
solution (20 mL) was added dropwise over 35 min, (temp. 50^C) . 
10 After addition, the reaction was stirred at 50^C for 

additional 2 hrs, then at RT for 2 hrs. Added water to 100 mL 
. . total and. extracted with dichl or ome thane (3 x 25 mL) . Organic 
extracts were washed with water, 5% ag. HCI, and water, then 
■ dried over Na2S04 and concentrated. Purified by Kugelrohr 
15 distillation. Yield 2 - 3.3 g (99%); MH+(CI) 269,9. 

Preparation of amide 3. A mixture of 2 (13.3 mM) , 25% 
ag. KOH (0.34 mL) , 30% H2O2 (17.5 mL) and MeOH (100 mL) was 
heated at .55oc for 7 hrs, TLC showed no SM. The reaction 
mixture was concentrated and dried under vacuum. Yield 95%; 
20 MH+(CI) 288.0. 

hydrolysis of 3. An amide 3 { 14 mM) was dissolved in a 
small amount of MeOH (5 mL) and 10% aq. NaOH solution (80 mL) 
and refl\axed for 6 hrs. The mixture was cooled down and 
acidified with 15% HCI to pH-2. The solvent was partially 
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evaporated and white solid was collected by filtration. Yield 
of an acid 4 - 85%; MH+{CI) 288.9. 

Prepaxation of acid chloride 5. The reaction mixture: 
acid 4 (8 mM) and thionyl chloride (2.0 g, 1.23 mL) in CH2CI2 
5 (10 mL) was heated o/n at 50°C (reflux) . The next day a 

solvent was stripped on rotavapor and the residue was dried 
under vacuo. Used immediately without purification. 

Curtius rearrangement. An acid chloride 5 (6.5 mM) was 
dissolved in acetone (15 mL) , cooled to -10°C and treated with 
10 sodium azide (1.8 g in 5 mL of water) . After stirring for 1 hr 
at -lO^C the reaction mixture was poured into 100 mL of cold 
water and the azide was extracted into toluene. The toluene 
. layer, was washed with water and dried. The toluene solution 
was partially concentrated (to 15 mL) and the rest was 
15 carefully warmed to lOO^C for 1 hr. Cone. HCl (8-10 mL) was 
added and the reaction mixture was refluxed for 15 min. with 
vigorous stirring. White crystals were decanted and dried 
under vacuo., yield 84% of 6 (R = I); MH+(CI) 260.2. 

20 EXAMPLE SP- 154: Synthesis of 2-isobutyl-5- (1- 




aminocycloprop-l-yl) thiazole: 



HQ^N 
/ pph3.DEAD 



25 This procedure was adapted from: Wilk, BK. Synth. Commun. 

1993, 23, 2481-4. To a solution of the thiazole methyl alcohol 
(753 mg, 4.4 mmol) and triphenylphosphine (1.74 g, 6.63 mmbl) 
in dry THF (10 mL) at 0 was added diethyl azodicarboxylate 
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(DEAD, 1.0 mL, 6.4 itimol) dropwise with stirring. After 10 min, 
acetone cyanohydrin (Aldrich, 0.6 mL, 6.6 mmol) was added 
dropwise with stirring. The resulting solution was stirred at 
0 °C for 10 min, then at rt for 3 h, whereupon the mixture was 
concentrated under reduced pressure, and the residue purified 
by flash chromatography (EtOAc/hexanes elution; product Rf = 
0.73 in 60% EtOAc/hexanes) to give a yellow oil (516 mg, 65%) 
as product. 




D 

This procedure was adapted from: Org. Prep. Proc. Int. 
1995, 27, 355-9. 50% Sodium hydroxide (aq, 5.0 mL total) was 
added to a solution of cyanide (516 mg, 2.9 mmol), l-bromo-2- 
chloroethane (3.5 mL, 42 mmol), and benzyl triethylammonium 
> chloride (25 mg, 0.09 mmol) at 50 °C. This was maintained at 
50 oc for 2 h, then at rt. for 2 h. Water was added such that 
the total voltime was 20 mL, and the mixttire was extracted with 
CH2CI2 (3 X 10 mL) . The combined organic extracts were washed 
(water, 1 N HCl, water), dried (Na2S04) , filtered and 
concentrated \inder reduced pressxire. The residue was purified 
by flash chromatography (20% EtOAc/hexanes elution) to give 
the product as an oil (403 mg, 68%); MH+ (CI) 207.1. 



H,N. 5Z .S. ^ 1)NaOH 




KOH 




2) HCI 




This procedxire was adapted from: Org. Prep. Proc. Int. 
1995, 27, 355-9. Cyclopropylarylcyanide (403 mg, 1.96 mmol) 
was dissolved in MeOH (15 mL) , and 30% hydrogen peroxide (2.7 
mL) and 25% KOH (aq, 0.05 mL) were added at rt. The solution 
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was heated to 55 °C for 7 h. The reaction mixture was then 
concentrated in vacuo and stored in the freezer overnight. 
This crude product was used in the next reaction without 
further purification. 
5 The cirude amide was dissolved in minimal MeOH (1 mL), and 

2.5 N NaOH (ag, 10 mL) was added. This suspension was heated 
to reflxox (bath tenp 105 °C) for 6 h, whereupon the mixture 
was cooled to 0 °C, and acidified to pH 3 using 3 N HCl (aq) . 
This was partially concentrated , then extracted with CHCI3 
10 (3x) . The combined extracts were dried (Na2S04) , filtered and 
concentrated to give a solid (189 mg, 43%); MH+(CI) 226.1. 



HO^^^Sy. SOCI2 ClOCSs/^ . DNaNg. acetone 





O / O »-N / 2) toluene. A 

3) HQ 

.The carboxylic acid (189 mg, 0.84 mmol) was dissolved in . 
CH2C12 (5 mL) and thionyl chloride (0.2 mL, 2.7 mmol) was 

15 added at rt. This was heated to reflux (bath temp 55 °C) for 
3.5 h, whereupon the mixture was concentrated under reduced 
pressure. The crude acid chloride was dissolved in acetone. (4 
iiiL) , and a solution of sodium azide (270 mg, 4.2 mmol) in 
water (1 mL) was added at -15 °C. After 1 h at -15 °C, water 

20 (20 mL) was added, and the acyl azide was extracted into 
toluene (3x) . The combined organic extracts were dried 
(NaaSO^) , filtered and partially concentrated' (to ca. 30 mL) . 
The solution was then warmed to 100 for 1 h. Cone. HCl (aq, 
2 mL) was then added, and the mixture was heated to refliix for 

25 15 min. The mixture was cooled to 0 °C, basified with 10 N 

NaOH (aq) , then extracted with CHCI3 (3x) . The combined organic 
layers were dried (Na2S04) , filtered and concentrated to give 
an oil (Rf = 0.37 in 5% MeOH/CHaCla; ninhydrin visualization); 
MH+ (CI) 197.1. 

30 
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EXAMPLE SP-155 Procedure A; Synthesis of 2 : 



2,2-IMoxo-l,23,4-tetrahydro-2X^-benzo[c][l^]tWazin^^ 





1 



2 



A solution of 0.58 g (2.7 itimol) of oxime 1 (prepared 
according to J. Heterocyclic. Cham. 17,. 1281 (1980), the 
identical compound is described in this paper) in 13 ml of 
aqueous tetrahydrofurane (THF:H20, 10:1) was stirred under 
argon atmosphere. Aliaminum amalgam (from 0.52 g, 19 mmol, 7eq. 



of Reynolds heavy-duty alximinxom foil) ; prepared by sequential 
exposure (10-20 seconds each) of small strips to 1 N KOH/ 
distilled water, 0.5% mercuric chloride, distilled water, and 
dry THF, was then added to the solution of 1 over a period of 
3 hours. The reaction mixture was stirred overnight, then 
filtered on a bed of celite and the solvent evaporated to 
yield 510 mg of 2 (94%) as an orange oil that slowly 
solidified, mass spec (CI) (MH+) : 199.1 

EXAMPLE SP-155A 



F 

The compoxind of Exaittple SP-155 can be used to open the 
appropriate boc protected amino epoxide to generate the 




compound of Example SP-155A. 



This corrpound can then be 
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deprotected using methods well knovm in the art to generate 
the free amine, which can then be further manipulated. 



EXAMPLE SP-156: Procedure B; Synthesis of -4, 
5 2,2.Dioxo-3,4-dmydro-2H-2^^-ben2o[c][l,2]oxathiin^ylainine 



20 





The amine 4 (mass spec (CI) (MH+) : 200.0) was prepared 
according to the procedure A described above starting from IH- 

2 . 1- Ben20thiazin-4 (3H) -one, oxime, 2 , 2-dioxide 3 . 

Oxime 3 was obtained starting from commercially available 

1.2- Benzoxathiin-4(3H)-one, 2, 2-dioxide [49670-47-5]. 



15 EXAMPLE SP-156A: 




F 



The compound of Example SP-156 can be used to open the 
appropriate boc protected amino epoxide to generate the 
compound of Example SP-156A. This compound can then be 
deprotected using methods well known in the art to generate 
the free amine, which can then be further manipulated.. 
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EXAMPLE SP-156-B 
Rc 



1. BHg-THF.THF 

2. SOCI2, reflux 



3. NaH, HSCHzCOOEt, DMF 

4. UOH. THF, H2O 




NH2 
SO2 



02S 



Epoxide 
opening 



H OH 




.Rc 



Rd 



Rc 



CO2H 



I..P2O5, toluene, celite 
2. oxone, CH3OH, H2O 



1. NHaOH^HQ.pyr.EtOH 

2. H2. Pd/C, CH3OH, HCI 



1. Deprotect 

2. Couple 



■Ri 



H 



Rc 




Rd 




SO2 



10 



Rc and Rd are independently H, halogen, alkoxy, or alkyl. 
Ri is 3 , 5-dif luoroberizehe; Z is residue from a group that will 
couple to an amine, including, for exanple, carboxylic acid 
derivates (such as an isophthalamide) , sulfonic acid 
derivatives (such as para-toluenesulfonic acid), haloalkane 
derivatives (such- as iodopentane, and arylhaloalkyl ^ 
derivatives (such as benzylbromide. ) 

EXAMPLE SP-157: Preparation of : tert-butyl (2R,3S)-4- 

( 3 , 5-dif luorophenyl) -2-hydroxy-3- ( {3- [ (1- 
propylbutyl ) sul f onyl ] alanyl } amino ) butyl ( 3 - 
ethylbenzyl) carbamate 



15 
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F 




Part A. 

A 250 ml round bottom flask equipped with magmetic stir bar 
5 and N2 inlet was charged with 5.0 g (34 mmole) methyl 2- 

acetamidoacrylate, 4.6 g (34 mmole) 4-mercapto heptane in 50 
ml methanol. The reaction vessel was charged with 3.6 g (36 
mmole) triethylamine and stirred at room temperature for 45 
minutes when HPLC indicated complete reaction. The reaction 

10 vessel was then treated with 47.2 g (77 mmole) Oxone. After 
90 minutes HPLC indicated complete oxidation to the desired 
sulfone. The reaction was filtered and concentrated in vacuo. 
The residue was partitioned between ethyl acetate and water 
and the organic layer was washed with brine, dried over sodium 

15 sulfate, and concentrated in vacuo to 9.2 g (86 %) of methyl 
N-acetyl-3- [ (1-propylbutyl) sulfonyl] alaninate as a colorless 
oil. M + H = 308 g/m. 

Partes.. 

20 

A 250 ml roiind bottom flask equipped with magnetic stir bar, 
reflux condenser, and N2 inlet was charged with 9.2 g methyl N- 
acetyl"3- 1 (l-propylbutyl)sulfohyl]alaninate in 50 ml acetic 
acid and 50 ml cone. HCl. The solution was refluxed for 4 

25 hours then concentrated in vacuo. The residue was chased with 
toluene (2X ) then vacuum dried overnight to yield 7.8 g of 
the desired 3- [ (l-propylbutyl)sulfonyl] alanine HCl salt. 

Part C. 

30 
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A 250 ml roiind bottom flask equipped with magnetic stir bar 
and N2 inlet was charged with 7.8 g (27 mmole) 3-[(l- 
propylbutyl) sulfonyl] alanine and 7.4 g (30 mmole) N-Cbz 
succinamide in 100 ml methylene chloride. The reaction was 
5 cooled to 0 ^C, and 6.9 g NMM was added dropwise. The reaction 
was allowed to warm to room temperature and stirred for 4 
hours at which point HPLC analysis indicated complete 
reaction. The reaction was concentrated in vacuo and 
partitioned between ethyl acetate and 1 N HCl. The organic 
10 layer was washed with water, brine, dried over sodium sulfate, 
and concentrated in vacuo to give 11.4 g of N- 
t (benzyloxy ) carbonyl ] -3 - [ ( 1-propylbutyl ) sulfonyl ] alanine that 
was used without further purification. M + H = 386. 

15 Part b. 

A 250 ml round bottom flask equipped with magnetic stir bar 

and N2 inlet was charged with 4.0 g (10 mmole) N- 

[ (benzyloxy) carbonyl ] -3 - [ (1-propylbutyl ) sulfonyl ] alanine and 

20 1.2 g (12 mmole) (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl) amino]butan-2-ol dihydrochloride in 50 ml 
anhydrous methylene chloride. To the reaction mixture .was 
added 5.6 ml (51 mmole) NMM, 1.7 g (13 mmole) 
hydroxybenzotriazole, and lastly 3.1 g (16 mmole) l-(3- 

25 dimethylaminopropyl) -3-ethylcarbodiimide hydrochloride. After 
stirring at room temperature for 3 hours, HPLC analysis 
indicated complete reaction. The reaction was diluted with 
methylene chloride and washed with saturated sodium 
bicarbonate solution, 0.5 M citric acid, and brine. The 

30 organic layer was dried over sodium sulfate, filtered, and 
concentrated in vacuo to give the N^- [ (benzyloxy) caronyl] -N^- 
{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) aminol -2- 
hydroxypropyl } - 3 - [ ( 1-propylbutyl ) sul f onyl ] alaninamide . A 5 0 
nil round bottom flask equipped with magnetic stir bar and N2 
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inlet was charged with the crude residue in anhydrous 
methylene chloride. The reaction was cooled to 0"C and added 
2.5 g (12 inmole) di-tert -butyl dicarbonate and 1.2 ml (11 
inmole) l»r-inethyl morpholine. The reaction was allowed to warm 
to room tempieratufe and stirred for 18 hours at which point 
HPLC analysis indicated complete reaction. The reaction was 
diluted with methylene chloride and washed with saturated 
sodium bicarbonate solution, and brine. The organic layer was 
dried over sodium sulfate, filtered, and concentrated in 
vacuo. The crude material was purified on silica gel by flash 
chromatography using a gradient solvent of 5-40% ethyl acetate 
in hexane to give 3.4 g of N^- [ (benzyloxy-) caronyl] -N^- 
{ (IS, 2R) - N- [ ( t-butyloxy) carbonyl] -1- (3 , 5-dif luorobenzylj -3- 
[ ( 3 -ethylbenzyl ) amino] -2 -hydroxypropyl } -3 - [ (1- 
propylbutyl ) sulf onyl ] -D, L-alaninamide . 
M+Na = 824. 

Part E. . 

A Fisher-Porter bottle was charged with 3.4 g (4.2 mmole) of ' 
N^- [ (benzyloxy) -carbonyl] -N^- { (IS, 2R) - N- [ ( t- 
butyloxy) carbonyl] -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - [ ( 1 - 
propylbutyl) sulf onyl Jalaninamide in 50 ml methanol. After 
degassing with nitrogen, 1.6 g of 5% Pd/C (Degussa ElOl 50% 
water) was added. The reaction vessel was purged with 40 psi 
nitrogen (4X) then pressurized to 50 psi with hydrogen. After 
15 minutes, HPLC analysis indicated complete reaction. The 
catalyst was removed by filtration through celite, and the 
filtrate concentrated in vacuo to give 2.4 g of N^-=-{ (IS, 2R) - N- 
[ ( t-butyloxy) carbonyl] -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 3 - [ ( 1 - 
propylbutyl) sulf onyl ]-D,L-alanine. M+H = 668. 
EXAMPLE SP-158 
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2,2-IMoxo-l,23,4-tetrahydro-2X -beiizo[c][l,2]tMazm^^ 
2 was prepared according to procedure A of EXAMPLE SP-155. 
Also, epoxide opening with 2 (see procedure A of EXAMPLE SP- 
155) was achieved according to the procedure described in 
Bennett, Frank, Synlett 1993, 7 03-704. Mass spec (CI) MH+ 
643.7. 

EXAMPLE SP-159 




F 



2,2-Dioxo-l,2,3Atetrahy(kO'2X^-benzo[c][l,2]tMaan-4-ylamine 
2 was prepared according to procedure A in EXAMPLE SP-155. 
Also, epoxide opening with 2 (see procedure A) was achieved 
according to the procedure described in Bennett, Frank. 
Syzilett 1993, 703-704. Mass spec (CI) MH+ 643.7. 

EXAMPLE SP-160 

Synthesis of ' t-Boc-NH-di-F-Phe-Hydroxyethylamine (HEA) -0-Bn 

To 2.4g (15 mmole, 3 eq.)of O-benzylhydroxylamine 
hydrochloride in 20 ml of EtOAc was added 20 ml of IN KOH with 
stirring. The organic layer extracted and dried, stripping of 
solvent and reconstituted with 20 ml of DCM, 1.5 g (5 mmole) of 
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erythro-di-F-Phe-epoxide and 0.62 g (litnnole, 0.2 eg.) of 
Ytterbiim(III) trif luoromethanesulfonate was added at room 
temperature. The mixture was stirred overnight and worked up 
by IN HCl, bicarb and brine washings, dried, stripping of 
solvent gave 1.23 g crude which was suLbject to column 
purification, it afforded 0.76 g( 1.8 mmole, 36%) of the 
targeted compound as a pale white solid. 

EXAMPLE SP-161 

N^-{ (IS, 2R) -1- (3 , 5-Difluorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 ^hydr oxypropy 1 } - 5 - ( 5 -methyl -1,2,4- 
oxadiazol-3-yl ) -N^ , N^-dipropylisophthalamide hydrochloride 

Step 1: Methyl 3- [ (dipropylamino) carbonyl] -5- (5-methyl-l,-2., 4- 
oxadiazol -3-yl ) benzoate 



To a* stirred solution of methyl 3-cyano-5- 
[ (dipropylamino) carbonyl] benzoate prepared by the method in 
EXAMPLE S-2510 (2.3 g, 7,9 ramol) in methanol (26 mL) is added 
hydroxylamine hydrochloride (1.1 g, 16 mmol) and potassium 
carbonate (2.2 g, 16 mmol). The resulting reaction mixture is 
reflixxed for 20 h, and then cooled to room temperature. The 
inorganic salts are filtered, and the filtrate is concentrated 
under reduced pressure to provide an amidoxime in quantitative 
yield. 

To the amidoxime (1.3 g, 4 mmol), and EDC (1.5 g, 8 mmol) 
in 2-methoxyethyl ether (8 mL) is added acetic acid (0.21 mL, 
4 mmol) . The resulting reaction mixture is stirred for 24 h 
and then refluxed for 3 h. The. reaction mixture is cooled to 
room temperature, diluted with ethyl- acetate, washed with 
water, 1 N hydrochloric acid, saturated sodium bicarbonate, 
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and brine, dried (sodiiim sulfate) , filtered, and concentrated 
iinder reduced pressure. Purification by flash coliimn 
chromatography (silica, 50% ethyl acetate hexanes) provides 
the title compound. NMR (500 MHz, CDCI3) 5 8.69 (s, IH) , 
5 8.18 (m, IH), 8.11 (s, IH) , 3.91 (s, 3H) , 3.43 (t, J = 7 Hz, 
2H), 3.12 (t, J- = 7 Hz, 2H) , 2.63 (s, 3H) , 1.66 (t, J = 7 Hz, 
.2H), 1.50 (t, J = 1 Hz, 2H), 0.95 {t, J = 1 Hz, 3H) , 0.70 (t, 
J = 7 Uz, 3H) . 

10 Step 2 

3- [ (Dipropylamino) carbonyl] -5- (5-methyl-l , 2 , 4-oxadia2ol-3- 
yl) benzoic acid 




A stirred solution of methyl 3- 1 (dipropylamino) carbonyl] - 
15 5-(5-methyl-l,2,4-oxadiazol-3-yl)benzoate (629 mg, 1.8 mmol) 
and lithium iodide (2.4 g, 18 mmol) in. pyridine (7 ml) is 
refluxed for 18 h. The reaction mixture is cooled to room 
temperature and the solvent is concentrated under reduced 
pressure. The residue is dissolved in water, washed with 
20 ethyl acetate, the aqueous layer is acidified to pH 3 with 1 N 
hydrochloric acid and. .extracted with chloroform (3 x 100 mL) . 
The organic layer is dried (sodiiim sulfate), filtered, and 
concentrated to give the title compound. NMR (500 MHz, 

CDCI3) 5 11.11 (br s, IH) , 8.85 (t, J = 1 Hz, IH) , 8.31 (t, J = 
25 1 Hz, IH) , 8.23 (t, > = 1 Hz, IH) , 3.51 (s, 2H) , 3.19 (s, 2H) , 
2.72 (s, 3H), 1.73 (d, J = 7 Hz, 2H) , 1.56 (d, J = 7 Hz, 2H) , 
1.01 (t, J = 7 Hz, 3H), 0.76 (t, J = 7 Hz, 3H) . 

Step 3 
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5 



A solution of 3- [ (dipropyl amino) carbonyl] -5- (S-methyl- 



l,2,4-oxadiazol-3-yl)benzoic acid (209 mg, 0.63 mmol) , HATU 
(359 mg, 0.95 mmol), HOBt (128 mg, 0.95 mmol), and 
diisopropylethylamine (165 DL, 0.95 mmol) is stirred in 
methylene chloride (2.0 mL) for 15 min. A solution of 

10 (2R,3S)-3-amino«4-(3,5-difluorophenyi)-l-[ (3- 

ethylbenzyl) amino ]butan-2-ol dihydrochloride prepared by. the 
' method in EXAMPLE SP-272 (257 mg, 0,63 mmol) and 
. diisopropylethylamine (165 DL, 0.95 mmol) in methylene 
chloride (2.0 mL) is added and the reaction mixture is stirred 
• •-15*.- overnight. The reaction mixture is diluted with methylene 
chloride, washed with 1 N hydrochloric acid (25 xnL) , saturated 
sodium bicarbonate (25 mL) , and brine, dried (magnesium 
sulfate), filtered, and concentrated^ under reduced pressure. 
Purification by flash, column chromatography (silica, 1:9 

20 methanol /chloroform) provides the title compound as the free 
base. The solid is dissolved in methanol (1 mL) and treated 
with hydrochloric acid {0.3 mL of a 1.0 M solution in diethyl 
ether, 0.3 mmol). The. resulting precipitate is collected by 
filtration to provide the title compound. APCl MS m/z 648.4 [M 

25 + H]*, 

EXAMPLE SP-162 
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N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-5- {lH-imida2ol-2-yl) -N^,N^- 
dipropylisophthalamide 

Step 1 . 

Methyl 3-[{dipropylaiidno)carbonyl]-5-(lH-iinidazol-2- 
yDbenzoate 




To a -70 °C stirred solution of 1-terfc- 
butyldimethylsilylimidazole (602 mg, 3.3 iranol) in 
tetrahydrofuran (10 mL) is added n-butyl lithium (1.6 M in 
hexanes, 2.3 mL, 3.63 mmol) . After 30 mirir zinc chloride (1 M 
in diethyl ether, 9.9 mL, 9.9 mmol) is added and the reaction 
mixture is warmed to 0 "C for 1 h. To this mixture is then 
added methyl 3- [ (dipropylamino) carbonyl] -5-iodobenzoate 

prepared by the method in EXAMPLE SP-281, step2 (1.17 g, 3 
mmol) followed by palladium (0) tetrakis ( triphenylphosphine) 
(173 mg, 0.15 mmol). The reaction mixture is heated at reflux 
for 15 h. The reaction mixture is diluted with ethyl acetate 
(50 mL) , washed with water, and brine, dried (sodium sulfate), 
filtered, and concentrated under reduced pressure. 
Purification by flash colxamn chromatography (silica gel, 1-5% 
methanol /methylene chloride) provides the title compound in 
pure form. NMR (300 MHz, CDCI3) 5 8.64 (s, IH) , 8.14 (s, 

IH), 7.97 (s, IH), 7.19 (s, 2H) , 3.96 (s, 3H) , 3.51 (m, 2H) , 
3.32 (m, 2H), 1.73 (m, 2H) , 1.57 (m, 2H) , 1.01 (m, 3H) , 0.73 
(m, 3H) . 

Step 2 

3 - 1 (Dipropylamino ) carbonyl ] -5- ( lH-imidazol-2-yl ) benzoic acid 
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To a stirred solution of the ester from step- 1 (260 mg, 
0.79 inmol) in 2:1:1 tetrahydrofuran/methanol /water (8 mL) is 
added lithiioin hydroxide (140 mg, 3.3 ramol) . The reaction 
5 mixture is stirred at room temperature for 2 h, and 
concentrated under reduced pressure. The residue is 

partitioned between water (10 mL) and diethyl . ether (10 mL) . 
The aqueous layer is acidified to pH 4 - 5 with 1 N 
hydrochloric acid and extracted with 3:1 chlorof orm/2--propanol 

10 (3 X 30 mL) . The combined organic layers are dried (sodium 
sulfate), filteried, and concentrated under reduced pressure to 
provide the title compound. NMR (300 MHz, CD3OD) 5 8.64 (s, 
IH), 8.10 (s, IH), 8.01 (s, IH), 7.28 (s, 2H) , 3.52 (m, 2H) , 
3.26 (m, 2H) , 1.75 (m, 2H) , 1.59 (m, •.2H) , 1.02 (t> J = 7 Hz, 

15 3H), 0.75 (t, J = 7 Hz, 3H) . 

Step 3 

(1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl)amino3 -2- 
hydroxypropyl}"5- (lH-imidazol-2-yl) -N^,N^- 

20 dipr opy 1 i s opht hal ami de 




To a stirred solution of 3- [ (dipr opy 1 amino.) carbonyl] -5- 
(lH-imidazol-2-yl) benzoic acid (250 mg, 0.79 mmol) , 
diisopropylethylamine (103 mg, 0.8 mmol), and HBTU • (330- mg,. 
25 0.87 mmol) in methylene chloride (5 mL) is added a mixture of 
(2R, 3S) -3-amino-4" (3 , 5-dif luorophenyl) -1- [ (3- 




PCTAJS02/36O72 
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ethylbenzyl) amino] butan-2-ol prepared by the method of EXAMPLE 
SP-272 (322 mg, 0.79 mmol) emd diisopropylethylamine (206 mg, 
1.6 mmol) in methylene chloride (5 mL) . The reaction mixture 
is stirred at room temperature for 4 h and concentrated under 
5 reduced pressure. The residue is diluted with ethyl acetate 
(20 mL) , washed with saturated sodium bicarbonate, and brine, 
dried (sodium sulfate), filtered, and concentrated under 
reduced pressure • Purification by flash column chromatography 
(silica gel, 5:95 methanol /methylene chloride) provides the 
10 title compound in pure form. APCI MS ml z 632.3 [M + H]*. 

EXAMPLE SP-163 - - 

N^-{ (IS, 2R) -l-Benzyl-3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl}- 
N^-methyl-5- (1 , 3-oxa2ol-2-yl ) -N^-propylisophthalamide 
15 ' ' ■ - 

Step 1 . 
Methyl 3 «iodo-5- { [methyl (propyl ) amino ] carbonyl }benzoate 




To 3-iodo-5- (methoxycarbonyl) benzoic acid (1.0 g, 3.3 
20 mmol), prepared as in EXAMPLE SP-281, step 1, and 
diisopropylethylamine (1.7 mL, 9.8 mmol) in DMF (10 mL) is 
added 0- (7~Azabenzotriazol-l-yl) -W, J\r,i\r%W'-tetramethyluronium 
hexafluorophosphate (HATU, 1.5 g, 3.9 mmol) then JV- 
methylpropyl amine (503 fiL, 4.9 mmol). The solution is stirred 
25 at room temperature 2 h. The solution is diluted in ethyl 
acetate and washed with water, saturated sodium bicarbonate, 
and brine. The organic layer is dried over sodixam sulfate, 
filtered and concentrated under reduced pressure to give the 
title compound in crude form. This material is purified by 
30 flash chromatography (40% ethyl acetate /hexane) to give the 
purified title corapoxind. MS (ESI) [M+H""] = 362.4. 
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Step 2 

3-{ [Methyl (propyl) amino] carbonyl} -5- (1, 3-oxa2ol-2-yl)benzoic 
acid 




To a -70 °C stirred solution of oxazole (330 mg, 4.8 itimol) 
in tetrahydrofuran (4 mL) is added n-butyllithiiim (1.6 M in 
hexanes, 3.3 mL, 5.3 mmol) . After 30 min, zinc chloride (1 M 
in diethyl ether, 14.5 mL, 14.5 mmol) is added and the 
reaction mixture is warmed to 0 "C for 1 h. To this mixture is 
added a solution , . of .. methyl 3-iodo-5- 

{ [methyl (propyl) amino] carbonyl }benzoate (1.6 g, 4.5 mmol) in 
anhydrous tetrahydrofuran (3 mL) followed by palladiiam{0) 
tetrakis(triphenylphosphine) (221 mg, 0.19 mmol). The 
reaction mixture is heated at reflux for 2 h. The reaction 
mixture is cooled, diluted with ethyl acetate, washed with 
water, and brine, dried (soditam sulfate), filtered, and 
concentrated under reduced pressure . Purification by flash 
column chromatography (silica gel, 60% ethyl acetate /hexane) 
provides a solid. The solid is redissolved in 1:1:1 
tetrahydrofuran/methanol /water (9 mL) , and lithium hydroxide 
monohydrate (311 mg, 7.4 mmol) is added and stirred 2 h at 
room temperature. . The. reaction is diluted in chloroform and 
washed with IN hydrochloric acid (aq) , water, and brine, dried 
(sodium sulfate), filtered and concentrated under reduced 
pressure to give the title confound. ESI MS ml z 287.3 [M - HJ" 



Step 3 

N^-{ (IS, 2R) -l-Benzyl-3- [ (3-ethylbenzyl)amino] -2-hydroxypropyl}- 
N^-methyl-5- (1, 3-oxazol-2-yl) -N^-propylisophthalamide 
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To 3 - { [methyl (propyl ) amino ] carbonyl } - 5 - (1 , 3 -oxazol -2 - 

yDbenzoic acid (206 mg, 0.71 mmol) in DMP (5 mL) is added 
5 diisopropylethylamine (174- pi, 1.1 mmol), HATU (323 mg, 0.85 
mmol) , then {2R, 3S) "3-amino-l- [ (3-ethylbenzyl)amino] -4- 

'phenylbutan-2-ol dihydrochloride prepared by the method of 
EXAMPLE SP-272 (292 mg, 0.79 mmol). The reaction is stirred 4 
h at room temperature. The reaction is partitioned between 

10 chloroform and water. The organic layer is washed with 1 N 
hydrochloric acid, saturated sodium bicarbonate, and brine, 
dried (sodium sulfate), filtered7 and concentrated under 
reduced pressure. Purification by flash column chromatography 
(silica, 8% methanol /chloroform) gives the title compound. 

15 ESI MS m/z 569.3 [M + H]*. 

EXAMPLE SP-164 
Step 1 

N^- Isobutyl-L-alaninamide ' 

20 i " I 

Boc-L-alanine (5.0 g, 26.4 mmol), isobutylamine (2.9 mL, 
29.1 mmol), diisopropylethylamine 'dl . 5 mL., 66 mmol), and HOBt 
(3.6 g, 26.4 mmol) in anhydrous DMF (15 mL) is stirred 15 rniil. 
EDC is added, and the reaction is stirred at room teitiperature 

25 16 h. The reaction is diluted in ethyl- acetate and washed 
with 1 N hydrochloric acid, saturated sodium bicarbonate, and 
brine, dried (magnesium . sulfate) , filtered, and concentrated 
iinder reduced, pressure. The residue is redissolved in 4N 
hydrochloric acid in dioxane (30 mL) and stirred for 2 h. The 
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solution is concentrated under reduced pressure, dissolved in 
chloroform and washed with 1 N NaOH (ag) . The aqueous layer 
is extracted with chloroform, and the pooled organics are 
dried (sodixam sulfate) , filtered, and concentrated under 
5 reduced pressure to give the title* coii5)ound. ESI MS m/z 145.2 
[M + H]*. 

Step 2 

[1- (3, 5-Di£luoro-benzyl) -2-hydro3q|f-3- (l-isobutylcarbamoyl- ' 
10 ethylamino) -propyl] -carbamic acid tert -butyl ester 



N^- Isobutyl-L-alaninainide (3.8 g, 26 mmol) and tert-butyl 
(IS) -2- (3 , 5-dif luorophenyl) -1- [ (2S) -oxiran-2-yl] ethyl carbamate 
prepared by the method in EXAMPLE S-3 (3.1 g, 10.4 mmol) in 
15 . isopropanol (50 mL) are refluxed 4 h. The reaction is cooled 
and concentrated under reduced pressure. Purification by 
flash coliamn chromatography (silica, 8% methanol/chlorof orm) 
gives the title compotmd. '"ESI "'MS [M + H]'*'. 

20 Step 3 

N^- [ (2R, 3S) -3-Amino-4- (3 , 5-dif luorophenyl) -2-hydroxybutyl] -N^- 
isobutyl-L-alaninamide dihydro chloride 

OH o 



2HC1 

F 

[1- (3 , 5-Difluoro-benzyl) -2-hydroxy-3-' (1- 
25 isobutylcarbamoyl-ethylamino) -propyl] -carbamic acid tert-butyl 
ester (2.7 g, 6 mmol) is dissolved in excess 4N hydrochloric 
acid in dioxane, and the reaction is stirred 2 h at room 
temperature. The solution is concentrated under reduced 
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pressure to give the title corapoxind, ESI MS m/z 344.3 [M + 



5 Methyl 3-[ (dipropylamino)carbonyl]-5-(l,3-oxazol-2-yDbenzoate>. 

/=\ 

O^N 



3- [ (Dipropylamino) carbonyl] -5-iodobenzoic acid (12 g, 32 
mmol) is dissolved in 20% methanol /benzene (480 itiL) , and 2M 
trimethylsilyldiazomethane in hexane (19 rtiL, 38 mmol) is added 

10 slowly. . Upon completion of the addition, the solution is 
concentrated under reduced pressure to give methyl 3- 
[ ( dipropylamino ) carbonyl ] - 5 - iodobenzoat e for use wi thou t 
further purification in the following reaction. To a -70 °C 
stirred solution of . pxazole (120 mg, 1.7 mmol) in 

15 tetrahydrofuran (4 mL) is added n-butyllithium (1.6 M in 
hexanes, 1.2 mL, 1.9 mmol). After 30 min, zinc chloride (1 M 
in diethyl ether, 5.2 mL, 5.2 mmol) is added and the reaction 
mixture is warmed to 0 for 1 h. To this mixture is added a 
solution of methyl 3- ['(dipropylamino) carbonyl] -5-iodobenzoate 

20 (643 mg, 1.6 mmol) in anhydrous tetrahydrofuran (3 mL) 
followed by palladiiam(O) tetrakis (triphenylphosphine) (80 mg, 
0.07 mmol). The reaction mixture is heated at reflxix f or . 3 h. 
The reaction mixture is cooled, diluted with ethyl acetate, 
filtered, washed with saturated sodium bicarbonate, water, and 

25. brine, dried (sodium sulfate), filtered, and concentrated 
under reduced pressure. Purification by flash col\amn 

chromatography (silica gel, 60% ethyl acetate/hexane) provides 
the title compound in pure form. NMR (400 MHz, CDCI3) 5 

8.77 (s, IH), 8.27 (s, IH) , 8.14 (s, IH) , 7.80 (s, IH) 7.32 



30 (s, IH), 3.52 (t, 2H), 3.22 (t, 2H) , 1.75 (m, 2H) , 1.30 (m, 
2H), 0.97 (t, 3H), 0.79 (t, 3H) . 



Step 4 




o 



o 
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Step 5 

N- [1- (3 , 5-Dif luoro-benzyl) -2-hydroxy-3- (l-isobutylcarbamoyl- 
ethylamino) -propyl] -5-oxa201-2-yl-N' /N' -dipropyl- 
5 isophthalamide 




F 



Methyl 3- [ (dipropyl amino) carbonyl] -5- (1, 3-oxazol-2- 

yDbenzoate (43 0 mg, 1,3 itimol) is dissolved in 1:1:1 
tetrahydrofuran/methanol /water (9 mL) , and lithium hydroxide 

10 monohydrate (110 mg, 2.6 mmol)* is added, and stirred 2 h at 
room temperature. The reaction is concentrated under reduced 
- pressure and chloroform is added. The. solution is washed with 
IN hydrochloric acid (aq) . The aqueous layer is reextracted 
with chloroform, and the pooled organics—are- -washed with 

15 brine. The solution is concentrated under reduced pressure. 

To this residue redissolved in DMF (5 mL) is added 
diisopropylethylamine (438 pi, 2.52 mmol), HATU (289 mg, 0.76 
mmol) , then N^-[ (2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -2- 
hydroxybutyl] -N^-isobutyl-L-alaninamide dihydrochloride (288 

20 mg, 0.69 mmol). The reaction is stirred 4 h at room 
temperature. The reaction ' is partitioned between chloroform 
' and/'water. The organic layer is washed with 1 N hydrochloric 
acid, saturated sodiumi bicarbonate, and brine, dried (sodium 
sulfate), filtered, and concentrated' under reduced pressure. 

25 Purification by flash column chromatography (silica, 8% 
methanol /chloroform) gives the title conpound. ESI MS m/z 
642.3 [M + H]-". 

EXAMPLE SP-165 



-462- 



wo 03/040096 ^ ^ PCT/US02/36072 

N- [1- (3 , 5-Dif luoro-benzyl) -2-hydroxy-3- (l-isobutylcarbamoyl- 
ethylamino) -propyl] -N' -methyl-5-oxazol-2-yl-N* ^propyl- 
isophthalainide 




F 



5 To 3-{ [Methyl (propyl) amino] carbonyl}-5- (1, 3-oxazol-2- 

yl) benzoic acid prepared by the method in EXAMPLE SP-163 in 
DMF (5 mL) is added diisopropylethylaitiine (361 |LiL, 2,1 ramol) , 
HATU (237 mg, 0.62 mmol) , then dihydrochloride prepared by the 
method of EXAMPLE SP-164 (237 mg, 0.57 mmol) • The reaction is 

10 stirred 2 h at room temperature. The reaction is partitioned 
between chloroform and water. The organic layer is washed 
with 1 N hydrochloric acid, saturated sodixam bicarbonate, and 
brine, dried (sodium sulfate) , filtered, and concentrated 
\ander reduced pressure. Purification by flash column 

15 chromatography (silica, 8% methanol /chloroform) gives the 
title compound. ESI MS m/z 614.4 [M + H]*. 

EXAMPLE SP-166 

N^-{ (IS, 2R) -1- (3, 5-difluoroben2yl) -3- [ (3-ethylbenzyl) amino] -2- 
20 . hydroxypropyl}-5- [1- (ethoxymethyl) -lH-imidazol-2-yl] -N^,N^- 
dipropyl isophthalamide 

Step.l 

Methyl 3- [ (dipropylamino) carbonyl] -5- [1- (ethoxymethyl) -IH- 

25 imidazol-2-yl]benzoate 

. .. ...^ 
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To a -70 °C stirred solution of l-ethoxylmethylimidazole 
{J. Am. Chem. Soc. 1978, 100, 3918) (420 mg, 3.3 mmol) in 
tetrahydrofuran (10 inL) is added n-butyllithium (1.6 M in 
hexanes, 2.3 mL, 3.6 mmol). After 30 min, zinc chloride (9.9 
5 mL of a 1 M solution in diethyl ether, 9.9 mmol) is added and 
the reaction itiixture is warmed to 0 for 1 h. To this 
mixture i s then added methyl 3 - [ ( dipropylamino ) carbonyl ] - 5 - 
iodobenzoate (1.17 g, 3 mmol) followed by palladium(O) 
tetrakis ( triphenylphosphine ) (173 mg, 0.15 mmol ) . The 

10 reaction mixture is heated at reflux for 2 h. The reaction 
mixture is diluted with ethyl acetate (50 mL) , washed with 
water, and brine, dried (sodium sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash 
column chromatography (silica gel, 1-5% methanol /methylene 

15 chloride) provides the title compound in pure form. NMR (300 
MHz, CDCI3) 5 8.52 (s; IH) , 8.10 (s, IH), 8.03 (s, IH) , 8.19 
(s, 2H), 5.28 (s, 2H), 3.95 (s, 3H) , 3.59 (q, J* = 7 Hz, 2H) , 
3.49 (m, 2H), 3.21 (m, 2H) , 1.70 (m, 2H) , 1.54 (m, 2H) , 1.25 
(t, J= 7 Hz, 3H), 0.99 (m, 3H) , 0.75 (m, 3H) . 

20 

Step 2 

3- [ (Dipropylamino) carbonyl] -5- [1- (ethoxymethyl) -lH-imidazol-2- 
yl] benzoic acid 

25 To a . stirred solution of the ester from step 1 (756 mg, 

1.95 mmol) in 2:1:1 tetrahydrofuran/methanol /water (12 mL) is 
added lithium hydroxide (170 mg, 4 mmol) . The reaction 
mixture is stirred at room temperature for 42 h, and 
concentrated under reduced pressure. The residue is 

30 partitioned between water (10 mL) and chloroform (10 mL) . The 
aqueous layer is acidified to pH 4 - 5 with 1 N hydrochloric 



-464- 



wo 03/040096 




PCT/US02/36072 



acid and extracted with 3:1 chloroform/ 2 -propahol (3 x 30 mL) . 
The combined organic layers are dried (sodiian sulfate) , 
filtered, and concentrated londer reduced pressure to provide 
the title cornpound. NMR (300 MHz, CD3OD) 6 8.51 (s, IH) , 
5 8.06 (s, IH), 8.00 (s, IH), 7.49 (s, IH), 7.17 (s, IH) , 5.39 
(s, 2H), 3.62 (q, J" = 7 Hz, 2H) , 3.51 (m, 2H) , 3.27 (m, 2H) , 
1.72 (m, 2H), 1.59 (m, 2H) , 1.21 (t, J = 7 Hz, 3H) , 1.00 (m, 
3H) , 0.75 (m, 3H) . 

10 Step 3 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl)amino'] -2- 
hydroxypropyl} -5- [1- (ethoxymethyl) -lH-imidazol-2-yl] -N^N^- 
, dipropyli sophthalamide 

15 To a stirred solution of 3- [ (dipropylainino) carbonyl] -5- 

[1- (ethoxymethyl) -lH-imida2ol-2-yl] benzoic acid (177 mg, 0 .47 
inmol), diisopropylethylamine (651 mg, 0.5 mmol) , and HBTU (209 
mg, 0.55 iranol) in methylene chloride (5 mL) is added a mixture 
of (2R, 3S) -3-amino-4« (3 , 5-dif luorophenyl) -1- [ (3- 

20 ethylbenzyl) amino ]butan-2-ol prepared by the method of EXAMPLE 
SP-272 (196 mg, 0.48 mmol) and diisopropylethylamine (130 mg, 
1.0 mmol) in methylene chloride (5 mL) . The reaction mixture 
is stirred at room temperature for 15 h and concentrated under 
reduced pressure. The residue is diluted with ethyl acetate 

25 (20 mL) , washed with saturated sodium bicarbonate, and brine, 
dried (sodium sulfate) , filtered, and concentrated imder 
reduced pressure. Purification by flash column "chromatography 
(silica gel, 5:95 methanol /methylene chloride) provides the 
title conpound. APCI MS m/z 690.3 [M + H]*. 
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EXAMPLE SP-168 

^^ethyl 3 - [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) .-3- [ (3- 

ethy Ibenzyl ) amino ] -2 -hydroxypropyl } amino ) carbonyl ] benzoat e 




To methyl hydrogen isophthalate (1.0 g, 5.6 mmol) in 
DMF/chlorof orm (1:2, 15 inL) is added diisopropylethylamine 
(3.9 mL, 22 mmol), HATU (2.5 g, 6.7 mmol), then (2R,3S)-3- 
amino-4- (3, 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2- 
ol dihydrochloride prepared by the method of EXAMPLE SP-272 
(2.5 g, 6.1 mmol). The reaction is stirred 1 h at room 
temperature. The . reaction is partitioned between ethyl 
acetate and water. The organic layer is washed with 1 N 
hydrochloric acid, saturated sodium bicarbonate, and' brine, 
dried (sodiiim sulfate), filtered, and concentrated under 
reduced pressure. Purification by flash column chromatography 
.(silica, 8% methanol /chloroform) gives the title compound. 
ESI MS m/z 497.3 [M + H]\ 

EXAMPLE SP-169 N-{ (IS, 2R) -1- (3 ,.5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-3- [4- (2--hydroxyethyl) -1, 3- 
oxazol-2 -yl ] benzamide 

Step 1 

Methyl 0-benzyl-N- ( tert-butoxycarbonyl ) homoserinate 
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To 0-benzyl-N- ( tert-butoxycarbonyl ) homoserine (5.8 g, 
18.9 imaol) in 20% methanol /benzene (72 mL) is added 2M 
trimethylsilyldiazomethane in hexane (12.3 mL, 24.5 irraiol), and 
the reaction stirred at room temperature 1.5 h. The solution 
is concentrated under reduced pressure to give the title 
coitipound in pure foinn. ESI MS m/z 324.2 [M + H]*. 

Step 2 

tert-Butyl 3 - (benzyloxy ) -1- (hydroxymethyl ) propylcarbamate 



NH 



To an ice-cold solution of methyl O-benzyl-N- (tert- 
butoxycarbonyDhomoserinate (6 g, 18.6 mmol) in absolute 
ethanol (100 mL) is added sodium borohydride (2.8 g, 74.2 
mmol), and the reaction is refluxed 2 h. The solution is 
cooled, excess saturated potassium carbonate added, and 
stirred 16 h at room temperature. The ethanol is removed 
under reduced pressure, and the aqueous solution is extracted 
with chloroform. The organic layer, is washed with saturated 
sodium bicarbonate, saturated sodium sulfate, dried (magnesium 
sulfate) , filtered, and concentrated under reduced pressure to 
give the title compound. ESI MS m/z 296.2 [M + H]*. 

Step 3 . 

2 -Amino-4- (benzyloxy) butan-l-ol hydrochloride 



HO ^ 



tert-Butyl 3- (benzyloxy) -1- (hydroxymethyl) propylcarbamate 
(5 g, 17 mmol) is dissolved in 4 N hydrochloric acid in 
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dioxane (21 mL) and stirred for 3 h at room temperature. The 
solution is concentrated xinder reduced pressure to give the 
title coirpound in pure form. ESI MS m/z 196.1 [M + H]** 



5 Step 4 

Methyl 3- ( { [3- (benzyloxy) -1- 

(hydroxymethyl ) propyl] amino} carbonyl ) benzoate 




Methyl hydrogen isophthalate (1.5 g, 8.2 mmol), 2-amino- 
10 4- (benzyloxy) butan-l-ol hydrochloride (2 g, 8.6 mmol), 
diisopropylethylamine (4.2 mL, 24.7 ramol) , and HATU (3.8 mg, 
9.9 mmol) / in DMF (15 mL) are stirred at room teittperature 1 h. 
The reaction is diluted in ethyl acetate and washed with 
water; IN hydrochloric - acid (ag) , saturated sodium 
15 bicarbonate, brine,-, dried (magnesium sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash 
column chromatography (silica gel, 4% methanol /chloroform) 
provides the title compound, NMR (400 MHz, CDCI3) 5 8.44 

(s, IH), 8.18 (d, IH, 47= 7,9 Hz), 7.86 (d, IH, J= 7.9 Hz), 
20 7.43 (t, IH, J-= 7.6 Hz), 7.42-7.35 (m, 5 H) , 4.59 (s, 2H) , 
4.33 (m, IH), 3.96 (s, 3H) , 3.88-3.72 (m, 4H) , 3.53 (s, IH) , 
2.08 (m, 2H) . 

Step 5 

25 Methyl 3-{4- [2- (benzyloxy) ethyl] --l, 3-oxazol-2"yl)benzoate 
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To methyl 3- ( { [3- (benzyloxy) -1- 

(hydroxyme thyl ) propyl ] amino } carbonyl ) benzoate {1.3 g , 3.6 
5 inmol) in water- saturated methylene chloride (20 mL) is added 
sodixim bromide (187 mg, 1.8 mmol) and water (2.75 mL) , then 
TEMPO (6 mg, 0.04 mmol) with vigorous stirring. Sodiiim 
bicarbonate (115 mg) and 6% sodiiam hypochlorite. (5 mL) is 
added and stirred 1 h. 6% sodium hypochlorite (1 mL) is added 

10 each hour for 3 h, . .... 

Excess saturated sodium thiosulfate is added and stirred 30 
min. The mixture is partitioned, and the organic layer is 
washed with brine, dried (sodium sulfate), filtered and 
concentrated under reduced. The residue is dissolved in 

15 anhydrous tetrahydrofuran (4 mL) , and 

(methoxycarbonylsulfamoyl) triethylammonium hydroxide, inner 
salt (670 mg, 2.8 mmol). The reaction is microwaved (100 W, 2 
min) in a sealed vessel, cooled, filtered, and concentrated 
under reduced pressure. Purification by flash chromatography 

20 ~ (silica gel, 40% ethyl acetate/hexanes) gives the title 
contpound. ESI MS m/z, 338 .3 [M + H]*. 

Step 6 

N-{(lS,2R)-l-(3,5-dif luor obenzy 1 ) - 3 - [ ( 3 - e thy Ibenzy 1 ) amino ] - 2 ~ 
25 hydroxypropyl}-3~ [4- (2 -hydroxy ethyl) -1, 3-oxazol-2-yl]benzamide 
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Methyl 3-{4- [2- (benzyloxy) ethyl] -1, 3-oxazol-2-yl}benzoate 
(300 mg, 0.9 inmol) , 20% palladiiaindl) hydroxide on carbon (65 
nig), and cyclohexene (3 mL) in absolute ethanol (3 mL) are 
5 refluxed 1 h. The reaction is cooled, filtered through 
.diatomaceous earth, and concentrated under reduced pressure. 
The residue is redissolved in 2:1:1 

tetrahydrofuran/methanol /water (4 mL) is added lithium 
hydroxide (75 mg, 1.8 mmol) . The reaction mixture is stirred 

10 at room temperature for 3 h, and concentrated under reduced 
pressure. The residue is dissolved in DMF (5 mL) , and 
. diisopropylethylamine (625 fiL, 3.6 mmol), HATU (540 mg, 1.4 
itimol) , and (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3~ 
ethylbenzyl ) amino ] butan-2 ~ol dihydrochlor ide prepared by the 

15 method in EXAMPLE SP-272 (407 mg, 1 mmol) are added. The 
reaction stirred at room teitperature 16 h. The reaction 
mixture is diluted with chloroform, washed with water, IN 
hydrochloric acid (aq) , saturated sodium bicarbonate, brine, 
dried- (sodium sulfate) , filtered, and concentrated under 

20 reduced pressure. Purification by flash colxmin chromatography 
(silica, 8% methanol /chloroform) provides the title compound. 
ESI MS miz 550.3 [M + H]"". 

EXAMPLE SP-170 
25 N^-{ (lS,2R)-l-(3,5-Difluorobenzyl)-2-hydroxy-3-[ (3- 

isopropylbenzyl) amino] propyl }-N^,N^-dipropyl" 5- (1, 3-thiazol-2- 
yl ) isophthalamide 

Step 1 
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3 - 1 s opropeny Ibenz oni tr i 1 e 




To a stirred solution of 3-cyanophenylboronic acid (10.0 
g, 68.05 iranol) dissolved in DME (340 niL) is added 2- 
bromopropene (6.86 g, 56.7 mmol) , and sodium carbonate (62.3 
niL of a 2 M solution in water, 124.7 mmol). The reaction, 
mixture is degassed for 20 min with nitrogen. 
Tetrakis(triphenylphosphine)palladium(0) (2.54 g, 2.2 mmol) is 
added, the reaction mixture degassed for 10 min, and heated at 
reflux overnight. The reaction mixture is cooled to room 
temperature and then partitioned between hexanes and water. 
The aqueous layer is extracted with hexanes (3 x 75 itiL) . The 
combined organic layers are washed with brine, dried 
(magnesium sulfate) , filtered, and concentrated under reduced 
pressure. ■ Purification by flash column chromatography (9:1 
hexanes/ethyl acetate) provides the title cbnpound. NMR 
..(300 MHz, DMSO-dff) 5.7.96 (m, 1H),.7.85 (d, J" = 8 Hz, IH) , 7.75 
(d, J- = 8 Hz, IH), 7.56 (m, IH) 5.58 (s, IH) , 5.23 (m, IH) , 
2.13 (s, 3H) . 

Step 2 

3 -Isopropylbenzylamine hydrochloride 

HCI ' 

A solution of 3-isopropenylbenzonitrile , (6.0 g, 41.9 
mmol) and 10% Pd/C (600 mg) in ethanol (65 mL) and acetic acid 
(2.4 mL) is degassed with nitrogen for 15 min, and shaken 
under an atmosphere of hydrogen at 50 psi for 12 h. The 
reaction mixture is filtered through diatomaceous earth and 
concentrated under reduced pressure to provide an oil. The 
oil is dissolved in methanol- (5 mL) and hydrochloric acid (15 
mL of a 1 M solution in diethyl ether) is added. The 
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resulting precipitate is collected by filtration to provide 
the title compoxind. APCI MS m/z 149 [M + H]*. 

Step 3 

5 tert-Butyl (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3" [ (3- 

isopropylbenzyl ) amino] propylcarbamate 




tert-Butyl (IS) -2- (3 , 5-dif luorophenyl) -1- [ (2S) -oxiran-2- 
yl] ethylcarbamate (2,0 g, 6.7 mmol) and 3-isopropylben2ylamine 

10 hydrochloride (2.5 g, 13.5 irunol) in isopropanol (60 mL) are 
refluxed 3 h. The reaction is cooled and stirred 16 h. The 
solution is concentrated under reduced pressure, redissolved 
in chloroform, washed with IN hydrochloric acid, saturated 
sodium bicarbonate, brine, dried (sodium sulfate), filtered 

15 and concentrated under reduced pressure. Purification by 
flash chromatography (silica, 7% methanol /chloroform) gives 
the title compound in pure form. ESI MS m/z 449.3 [M + H]"". 

Step 4 

20 (2R, 3S) -3-amino~4- (3 , 5-dif luorophenyl) -1- [ (3- 

isopropylbenzyl)amino]butan-2-ol dihydrochloride 




tert-Butyl . (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ (3-isopropylbenzyl) amino] propylcarbamate (1.5 g, 3.3 mmol) is 
25 dissolved in 4 N hydrochloric acid in dioxane (20 inL) , and the 
reaction is stirred at room temperature 3 h. The mixture is 



-472- 



wo 03/040096 ^ ^ PCT/US02/36072 

concentrated under reduced pressxxre to afford the title 
conpoiind. ESI MS m/z 349.2 [M + H]*. 

Step 5 

5 Methyl 3-[ (dipropylaniino) carbonyl] -5- (1, 3-thiazol-'2- 

yDbenzoate 




To 0.5 M thiazole zinc bromide in tetrahydrofuran (45 mL) 
is added methyl 3 - [ ( dipropylamino ) carbonyl ]--5-iodobenzoate 

10 (8.6 g, 21.4 mmol) in anhydrous tetrahydrofuran (130 mL) 
followed by palladixmi(O) tetrakis (triphenylphosphine)--. (2 • g, 
1.7 mmol)-. The reaction mixture is heated at refliix for 16 h. 
The reaction mixture is diluted with ethyl acetate (50 mL) , 
washed with water, saturated sodium bicarbonate, and brine, 

15 dried (magnesium sulfate) , filtered, and concentrated under 
reduced pressure. Purification by flash colxurui chromatography 
(silica gel, 35% ethyl acetate/hexanes) provides the title 
compound. ESI MS m/z 347.1 [M + H]**". 

20 Step 6 

3-[ (Dipropylamino)carbonyl]-5-(l,3-thiazol-2ryl)benzoic acid 




Methyl 3-[ (dipropylamino) carbonyl] -5- (1, 3- thiazol- 2- 

yDbenzoate (4.4 g, 12.8 mmol) is dissolved in 1:1:1 
25 tetrahydrofuran/methanol /water (60 mL) , and lithium hydroxide 
monohydrate is added (1.1 g, 25.6 mmol). The reaction is 
stirred 15 min and is concentrated under reduced pressure. 
The residue is diluted in chloroform and washed with water. 
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brine, ciried (magnesiioni sulfate) , filtered, and concentrated 
under reduced pressure to give the title compound. ESI MS m/ z 
333.1 [M + H]*, . 

5 Step 7 

N^-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -2-hydroxy-3- 1 (3- 
isopropylbenzyl ) amino] propyl} -N^ , N^-dipropyl-5- ( 1 , 3 -thia2ol-2 - 
yl ) isophthalamide 



. . 3-[ (Dipropylamino)carbonyl]-5- (1, 3-thia2ol-2-yl) benzoic 
acid is dissolved in DMF (8 mL) , and diisopropylethylamine 
(456 JXL, 2.6 mmol), HATU (342 mg, 0.9 mmol) , and (2R,3S)-3- 



15 isopropylbenzyl) amino] butan-2-ol dihydrocliloride (350 mg, 0.83 
mmol) are added. The reaction, stirred at room . temperature 1 
h. The reaction is partitioned between etliyl,,.. acetate and 
water. The organic layer is washed with 1 N hydrochloric 
acid, saturated sodium bicarbonate, and brine, dried (sodium 

20 sulfate) , filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 8% 
methanol /chloroform) provides the title compound as the free 
base. The residue is dissolved in diethyl ether (5 mL) and IN 
hydrochloric acid in diethyl ether (2 mL) is added. The 

25 mixture is concentrated vinder reduced pressure to yield the 
title compound. ESI MS m/z 663.3 [M + H]*. 

EXAMPLE SP-171 




F 



10 



amino- 4- (3 , 5-dif luorophenyl) -1- [ (3- 
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N^-{ (1S,2R) -1- (3,5-Difluorobenzyl)-2-hydroxy-3-[ {3- 
isopropylbenzyl) aminojpropyl} -N^»N^-<iipropyl-5- (1, 3-thiazol-2- 
yl) isophthalamide hydrochloride 




^ HCI 
F 

5 

N^-{ (1S,2R) -1- (3 , 5-Difluorobenzyl) -2-hydroxy-3- [ (3- 
isopropylbenzyl) amino] propyl }-N^N^-dipropy 1-5- (1 , 3-thiazol-2- 
yl) isophthalamide (180 mg, 0.27 iranol) is dissolved in diethyl 
ether (5 mL) and IN hydrochloric acid in diethyl ether (2 mL) 
10 i§^,added. .. The mixture is concentrated under reduced pressure 
to yield the title compoxind. ESI MS m/z 663.3 [M + H]*. 

EXAMPLE SP-172 

Methyl 3-(2-{3-[ H (1S,2R) -1- (3 , 5-dif luorobenzyl)-3- [ (3- 

15 ethylbenzyl) amino] -2rhydroxypropyl}amino) carbonyl] phenyl }-l, 3- 
oxazol-5-yl)propanoate 

Step 1 

Methyl 3-{ [ (5-methoxy-2, 5-dioxopentyl) amino] carbonyl }benzoate 




0^ 

d 

Methyl hydrogen isophthalate (1.8 g, 10.2 mmol) is 
dissolved in methylene .chloride (10 mL) and DMF (10 mL) , and 
diisopropylethylamine (4.4 mL, 25.5 mmol), HATU (4.6 g, 12.2 
mmol) , and 5-aminolevulinic acid methyl ester hydrochloride (2 
25 g, 11.2 mmol) are added. The reaction stirred at room 
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temperature 1 h. The reaction is partitioned between ethyl 
acetate and water. The organic layer is washed with 1 N 
hydrochloric acid, saturated sodium bicarbonate, and brine, 
dried (magnesium sulfate) , filtered, and concentrated under 
reduced pressiire. Purification by flash column chromatography 
(silica, 4% methanol /chloroform) provides the title compound. 
ESI MS miz 306.1 [M - H]". 

Step 2 

Methyl 3- [5- (3-methoxy-3"-oxopropyl) -1, 3-oxazol-2-yl]benzoate 




Methyl ^ 3-{ [ (5-methoxy-2, 5- 

dioxopentyl) amino ]carbonyl}benzoate (520 mg, 1.7 mmol) is 
dissolved in anhydrous tetrahydrofuran (4 mL) , and 
(methoxycarbonylsulfamoyl) triethylammonium hydroxide, inner 
salt (810 mg, 3.4 mmol). The reaction is microwaved (100 W, 2 
min) in a sealed vessel, cooled, filtered, and concentrated 
under reduced pressure. Purification by • flash chromatography 
(silica gel, 40% ethyl acetate/hexanes) gives the title 
compoTind. ESI MS ml z 290.1 [M + H]*-. 

Step 3 

3- [5- (2-Carboxyethyl) -1, 3-oxazol-2-yl]benzoic acid 
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To methyl 3- [5- (3-inethoxy-3-oxopropyl) -l, 3-oxa2ol-2- 
yljbenzoate (400 mg, 1.3 inmol) in 2:1:1 

tetrahydrofuran/methanol/water (8 mL) is added lithium 
hydroxide monohydrate (112 itig, 2.7 mmol) , and the reaction is 

5 stirred 2 h at room temperature. More lithium hydroxide 
monohydrate (225 mg, 5.4 mmol) is added and the reaction is 
stirred 16 h at room tenperature. The reaction is treated 
with excess concentrated hydrochloric acid resulting in a 
, precipitate. The precipitate is filtered to give the title 

0 coitqpovmd. ESI KS'm/z 260.1 [M - H]". 

Step 4 

3-[5-(3-Methoxy-3-oxopropyl)-l,3-oxazol-2-yl]ben2oic acid 




To 3-[5-(2-carboxyethyl)-l,3-oxazol-2-yl]benzoic acid 
(317 mg, 1.2 mmol) in methanol (5 mL) is added thionyl 
chloride (4.4 HL, 0.06 mmol), and the reaction is stirred at 
room tenperature 16 h. The solution is concentrated under 
reduced pressure to give the title corapoxind. ESI MS m/z 274.1 
[M - H]-. 

Step 5 

Methyl . 3- (2-{3- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino ] -2 -hydroxypropyl } amino ) carbonyl ] phenyl } -1 , 3 - 
oxazol-5-yl ) propanoate 
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3 - [ 5 - { 3 -Me thoxy- 3 - oxopr opy 1 ) - 1 , 3 - oxaz o 1-2 -y 1 ] benz o i c ac id 
(285 mg, 1.0 mmol) is dissolved in methylene chloride (5 mL) 
and DMF (5 mL) , and diisopropylethylamine (695 |XL, 4.0 mmol), 
5 HATU (472 1.-2— mmol), and {2R, 3S) -3-amino-4- (3 , 5- 

di f luorophenyl ) -1- [ ( 3 -ethylbenzyl ) amino ] butan-2 -ol 
dihydrochloride prepared by the method of EXAMPLE SP-272 (448 
mg, 1.1 mmol) are added. The reaction stirred at room 
temperature 1 h. The reaction is partitioned between ethyl 
10 acetate and saturated sodiiom bicarbonate. The organic layer 
- is ^ washed, with 1 N hydrochloric acid, saturated sodium 
bicarbonate, and brine, dried (sodium sulfate) , filtered, and 
concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 8% methanol /chloroform) 
15 . provides the title coirtpoxind. ESI MS m/ z 591.9 [M + H]*. 

EXAMPLE SP-173 

3-(2-{3-[ ({ (lS,2R)-l-(3,5-Difluorobenzyl)^3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}amino) c arbony 1 ] phenyl }-l, 3- 
20 oxazol- 5 -yl) propanoic acid 
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Methyl 3- {2-{3- [ ( { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) ainino ] -2 -hydroxypropy 1 } amino ) carbonyl ] phenyl } - 1 , 3 - 
oxazol-5-yl)propanoate (70 mg, 0,12 mmol) and lithium 
hydroxide monohydra te (10 mg , 0.24 mmol ) in 2:1:1 
5 tetrahydrofuran/methanol /water (6 mL) is stirred at room 
temperature 1.5 h. The reaction is concentrated under reduced 
pressure. The residue is washed with IN hydrochloric acid 
(aq) , then chloroform, and the solid is dried under reduced 
pressure to give the title compound. ESI MS m/z 578.2 [M + 
10 H]*. 



EXAMPLE SP-174 

N-{ (IS, 2R) -1- (3, 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
15 hydroxypropyl}-4- (1, 3-oxazol-2-yl)benzamide . 

Step 1 

Methyl 4- (1, 3-oxazol-2-yl)benzoate 




20 To a -70 ^C, stirred solution of oxazole (190 DL, 3.8 

mmol) in tetrahydrofuran (10 mL) is added n-butyl lithium (2.6 
mL of a 1.6 M solution in hexanes, 4.2 mmol) • After 30 itiin, 
zinc chloride (11.5 mL of a 1.0 M solution in diethyl ether, 
11.5 mmol) is added. The reaction mixture is warmed to 0 °C 

25 and methyl 4- iodobenzoate (1 g, 3.8 mmol) and palladium(O) 
tetrakis ( triphenylphosphine ) (530 mg, . 0.4 mmol ) are added . 
The reaction mixture is heated at 70 °C for 20 h under argon, 
cooled to room temperature, and then partitioned between ethyl 
acetate and water. The organic layer is washed with water- and 

30 brine, dried (sodium sulfate) , filtered, and concentrated 
xander reduced pressure. Purification by flash column 

chromatography (3:1 hexanes/ethyl acetate) yields the title 
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conipound. NMR (300 MHz, CDCI3) 5 8.14 (s, 4H) , 8. 07-8.05 (m, 
IH), 7.36-7,35 (m, IH) , 3.95 (s, 3H) . 



Step 2 

5 4- (l,3-0xa2ol-2-yl)benzoic acid 




To a stirred solution of methyl 4- (1, 3-oxazol-2- 
yDbenzoate (690 mg, 3.4 itimol) in a mixture of 2:1:1 
tetrahydrofuran/methanol /water (20 mL) is added lithium 

10 hydroxide (430 mg, 3 mmol) . The reaction mixture is stirred 
at room temperature for 2 h. The solvent is removed under 
reduced pressure and the ^ residue is partitioned between 
diethyl ether and water. The aqueous layer is acidified to pH 
1 with 1 N hydrochloric acid and a precipitate is observed. 

15 The solid is collected by filtration to .afford- the title 
confound. NMR (300 MHz, CD3OD) 5 8.14 (s, 4H) , 8.05 (s, 

IH) , 7.36 (s, IH) ! 

Step 3 

20 N-{ (1S,2R)-1- (3,5-Difluorobenzyl)-3- [ (3-ethylbenzyl)amino] -2- 
hydroxypropyl}-4- (1, 3-oxazol-2-yl)benzamide 




To a solution of 4- (1, 3 -oxazol-2-yl) benzoic acid (105 mg, 
0 . 6 mmol) , (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 

25 ethylbenzyl)amino]butan-2-6l dihydrochloride (220 mg, 0.6 
mmol), and HATU (210 mg, 0.6 . mmol) stirring in methylene 
chloride (5 mL) is added W-diisopropylethylamine (340 DL, 
1.9 mmol). The reaction mixture is stirred at room 
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temperature for 18 h. The reaction mixture is partitioned 
between methylene chloride and water. The organic layer is 
washed with water, dried (sodium sulfate), filtered, and 
concentrated under reduced pressure to afford a crude solid. 
5 Purification by flash coliJinn chromatography (silica/ gradient 
96:4 to 93:7 methylene chloride/methtool) provided the title 
compound. ESI MS ml z 506.2 [M + H]*. 

EXAMPLE SP-173 

10 N--{ (1S,2R) -1- (3 , 5-difluorobenzyl)-3- [ (3-ethylbenzyl)amino] -2- 
hydroxypropyl}-4- (1, 3-thiazol-2-yl)benzamide 

Step 1 

Methyl 4- (1, 3-thiazol-2"yl)benzoate 



To a -70 °C, stirred solution.^-of thiazole (270 DL, 3.8 
mmol) in tetrahydrofuran (10 mL) is added n-butyl lithium (2.6 
mL of a 1.6 M solution in hexanes, 4.2 mmol). After 30 min, 
zinc chloride (11.4 mL of a 1.0 M solution in diethyl ether, 

20 11.4 itimol) is added. The reaction mixture is warmed to 0 °C 
and methyl 4-iodobenzoate (1 g, 3.8 mmol) and palladium(O) 
tetrakis (triphenylphosphine) (530 mg, 0.4 mmol) are added. 
The reaction mixture is heated at 70 °C for 20 h under argon, 
cooled to room temperature, and then partitioned between ethyl 

25 acetate and water. The organic layer is washed with water, 
and brine, dried (sodium sulfate), filtered, and concentrated 
under reduced pressure. Purification by flash column 
chromatography (3:1 hexanes /ethyl acetate) yields the title 



coinpound. NMR (300 MHz, CDCI3) 5 8.14-8.03 (m, 4H) , 7.93- 
30 7.92 (m, IH) , 7.42-7.41 (m, IH) , 3.95 (s, 3H) . 




15 



o 



Step 2 
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4- {l,3-Thiazol-2-yl) benzoic acid 




To a stirred solution of methyl 4- (l,3-"thiazol-2- 
yl)ben2oate (560 mg, 2.6 inmol) in a mixture of 2:1:1 
5 tetrahydrofuran/methanol /water (20 mL) is added lithium 
hydroxide (322 mg, 3 mmol) . The reaction mixture is stirred 
at room temperature for 2 h. The solvent is removed under 
reduced pressure and the residue is partitioned between 
diethyl ether and water. The aqueous layer is acidified to pH 
10 1 with 1 N hydrochloric acid and a precipitate is observed. 
The solid is collected by filtration to afford the title 
compound. NMR (300 MHz, CD3OD) 5 8.14-8.05 (m, 4H) , 7.95- 

•7 -.93 (m, IH), 7.71-7.69 (m, IH) . 

15 Step 3 

N-{ (1S,2R)-1- (3,5-difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2- 
hydroxypropyl} -4- (1, 3-thia2ol-2-yl) benzamide 

To a solution of 4- (1, 3-thiazol-2-yl) benzoic acid (110 
20 mg, 0.6 mmol), (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl) amino] butan-2-ol dihydrochloride (220 mg, 0.6 
mmol), and HATU (210 mg, 0.6 mmol) stirring in methylene 
chloride (5 mL) is added iNT", Jf-diisopropylethylamine (340 DL, 
1.9 mmol). The reaction mixture is stirred at room 
25' * tenperature for 18 h. The reaction mixture is- partitioned 
between methylene chloride and water. The organic layer is 
washed with water, dried (sodium sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash 




-482- 



wo 03/040096 ^ 0 PCT/US02/36072 

column chromatography (silica/ gradient 95:5 to 92:8 methylene 
chloride/methanol) provides the title compound. ESI MS m/z. 
522.2 [M + H]*. 



EXAMPLE SP-176 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypr opyl }-3-[(3H-[l,2,3] tr iazolo [ 4 , 5 -b ] pyr idin-3 - 
yloxy) methyl] benzamide 




To 3- (bromome thy 1) benzoic acid "(200 mg, 0.93 nmol) and 
diisopropylethylamine (566 (iL, 3.26 mmol) in DMF (5 mL) is 
added HATU (424 mg, 1.12 mmol), and the reaction is stirred 5 
min. To the reaction is added (2R, 3S) -3-amino-4- (3 , 5- 
difluorophenyl) -1- [ (3-ethylben2yl)amino]butan-2-ol 
dihydrochloride prepared by the method in EXAMPLE SP-272 (379 
mg, 0.93 mmol), arid the reaction stirred 30 min. The reaction 
mixture is diluted with methylene chloride, washed with 1 N 
hydrochloric - acid (15 mL) , -saturated sodium bicarbonate (15 
mL) , and brine. The organic layer is then dried (sodium 
sulfate), filtered, and concentrated xander reduced pressure. 
Purification by flash colxiran chromatography (silica, 8% 
methanol/chloroform) provides the title coxnpound... ESI MS ml z 
587.4 [M + H]*. 

EXAMPLE SP-177 

N-{ (1S,2R)-1- (3, 5-Difluorobenzyl)-2-hydroxy-3-[ (3- 
iodobenzy 1 ) amino ] propyl } - 3 - { [ ( 2 - 

hydroxyethyl) (propyl) amino] methyl} -5 -methylbenzamide 

dihydrochloride 

Step 1 
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3 -Bromo-5-(hydroxyinethyl) benzoic acid 



Br 




To an ice-cold solution of 3-broitio-5- 
(methoxycarbonyl) benzoic acid prepared by the method in 
5 Preparation 2 (10.3 g, 40 mmol) in anhydrous tetrahydrofuran 
(100 mL) is added lithium borohydride (12 g, 550 mmol) 
portion-wise i The reaction is stirred 4 h at this 

temperature. Absolute ethanol (20 mL) is added, dropwise, and 
the reaction is stirred l.S.h.. The reaction is slowly poured 

10 on ice, and 10 % hydrochloric acid (aq) is added until gas 
evolution ceased. The aqueous layer is extracted with 
chloroform, and' the organic layer is washed with "brine, dried 
(magnesium sulfate) , filtered, and concentrated under reduced 
pressure to give the title compound. ESI MS ml z 229, 231 [M - 

15 H]-. • . . 

Step 2 . ^ 

Methyl 3-bromo-5- (hydroxymethyl)benzoate 




o 



20 ' To 3-bromo-5-(hydroxymethyl)benzoic acid (7.0 g, 30 mmol) 

in 20% methanol /benzene (100 , mL) is added 

trimethylsilyldiazome thane (2M in hexanes) , and the reaction 
is stirred 16 h. The reaction is concentrated under reduced 
pressure to afford the title conpound. ESI MS ml z 244.0 [M + 

25 H]"*. 

Step 3 

Methyl 3- (hydroxymethyl) -S-methylbenzoate 
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O 



To a stirred solution of methyl 3-bromo-5- 
(hydroxymethyDbenzoate (3.0 g, 12.2 inmol) in dioxane (27 mL) 
is added cesium carbonate (4.0 g, 12.2 mmol), potassium 
5 carbonate (34 g , 24.4 mmol ) , and palladiiam { 0 ) 
tetrakis(triphenylphosphine) (704 mg, 0.61 mmol), followed by 
trimethyl boroxine (1.7 mL/ 12.2 mmol). The reaction mixture 
is refluxed for 5 h, cooled to room temperature, and then 
partitioned between water and ethyl acetate. The organic 
10 layer is washed with water, saturated sodium bicarbonate, and 
brine, dried (magnesium sulfate), filtered, _ and concentrated 
under reduced pressure. Purification by flash colvimn 
chromatography (silica, 20% ethyl acetate/hexanes) provides 
the title compound. ESI MS m/z 181.2 [M + H]*. 

15 

Step 4 

N-{ (1S,2R) -1- (3 , 5-Dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzy 1) amino] propyl} -3- {[ (2- 

hydroxyethyl ) ( propyl ) amino ] methyl } - 5 -methylbenzamide 
20 dihydrochloride 




To a stirred solution of methyl 3- (hydroxymethyl) -5- 
methylbenzoate (1.25, 7 mmol) in methylene chloride (30 mL) at 
-30 ®C is added methanesulfonyl chloride (752 jiL, 9.7 mmol) 
25 followed by triethylamine (1.95 mL, 14 mmol). The reaction 
. mixture is stirred for 15 min at 0 °C. The reaction is diluted 
in diethyl ether and washed with water and cold brine, dried 
(magnesium sulfate) , filtered and concentrated under reduced 
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pressure to give an oil. The residue is redissolved in 
anhydrous methylene chloride (22 mL) . Prom this stock 
solution, 2 mL is added to a solution of 

J^7'-hydroxyethylpropylamine (115 \Jil», 1 ramol) in anhydrous 
5 methylene chloride (1 mL) , and the reaction mixture is stirred 
at room temperature for 5 h. The reaction mixtxire is diluted 
with methylene chloride (10 mL) , washed with 1 N hydrochloric 
acid, and saturated sodixim bicarbonate, dried (magnesium 
sulfate), filtered, and concentrated under reduced pressure, 

10 Purification by flash colximn chromatography (silica, 4% 
methanol/chlorof orm) provided the amine. The amine is 
dissolved in 1:1:1 tetrahydrofuran/methanol /water (3 mL) , and 
lithiiim hydroxide monohydrate is added (33 mg, 0.75 ramol). 
The reaction is stirred 2 h and is concentrated under reduced 

15 pressure. The residue is redissolved in DMF (3 mL) , and 
diisopropylethylamine (261 (IL, 1.5 mmol) , HATU (214 mg, 0.56 
mmol) , and (2R, 3S) -3-aminO"4- (3 , 5-difluoropheny 1)^-1- [.(.3-.,. 
iodobenzyl ) amino] butan-2-ol dihydrochloride ( 189 mg, 0.37 
mmol) are added. The reaction stirred at room temperature 16 

20 h. Purification by flash column chromatography (silica, 8% 
methanol/chlorof orm) provides the title .con5)ound as the free 
base. The residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (1 mL) is added. The 
mixture is concentrated under reduced pressure to yield the 

25 title compoiond. ESI MS m/z 666.2 [M + H]*. 

EXAMPLE SP-178 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl) amino] propyl} "3- { [ethyl (propyl) amino] methyl) -5- 
30 me thy Ibenz amide dihydrochloride 
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^ H— CI 

Analogous to the method described in EXAMPLE SP-177, Step 
4, 2 mL of the stock solution is added to a solution of N- 
ethylpropylamine (143 \XL, 1 mmol) in anhydrous methylene 
5 chloride (1 mL) , and the reaction mixture is stirred at room 
temperature for 5 h. The reaction mixture is diluted with 
methylene, chloride (10 mL) , washed with 1 N hydrochloric acid, 
and saturated sodixim bicarbonate, dried (magnesium sulfate) , 
filtered, and concentrated under reduced pressure. 

10 Purification by flash, colxomn chromatography (silica, 4% 
methanol /chloroform) provided the amine. The amine is 
dissolved in. 1:1:1 tetrahydrofuran/methanol /water (3 mL) , and 
lithiiom hydroxide monohydrate is . added (42 mg, 1 mmol). The 
reaction is stirred 2 h and is concentrated under reduced 

15 pressure. The residue is redissolved in DMP . (5 mL) , and 
diisopropylethylamine (265 |ULL, 1.5 mmol), (2R, 3S) -3"amino-4- 
(3, 5-dif luorophenyl) -1- [ (3-iodobenzyl) amino]butan-2-ol 
dihydrochloride (252 mg, 0.5 mmol), and HATU (237 mg, 0.62 
mmol) are added. The reaction stirred at room temperature 16 

20 h. ' Purification by flash column chromatography (silica, 10% 
methanol/ chloroform) provides the title compound as the free 
base. The residue is dissolved in diethyl ether (3 mL) and IN 
. hydrochloric acid in diethyl ether (1 mL) is added. The 
mixture is concentrated under reduced pressure to yield the 

25 title compound. ESI MS m/z 650.2 [M + H]*. 

EXAMPLE SP-179 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl } -3 - { [ ( 2 - 
30 hydroxyethyl ) (propyl) amino] methyl }benzamide dihydrochloride 
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Step 1 

Methyl 3- {[ (2-hydroxyethyl) (propyl) amino] methyl }ben2oate 



7^ 




To 2-propylaminomethanol (505 pL, 4.4 mmol) . in chloroform 
(20 mL) is added methyl bromomethylbenzoate (1 g, 4.4 mmol), 
and the reaction stirred at room temperature 16 h. The 
reaction is washed with saturated sodiura bicarbonate and 
brine. The organic layer is then dried (sodium sulfate), 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 80% ethyl 
acetate/hexanes) provides the title compound. ESI MS m/ z 
252.3 [M + H]*. 

Step 2 

N-( (lS,2R)-l-(3,5-Difluorobenzyl)-2-hydroxy-3-[ (3- 
i odobenzyl ) amino ] propyl } - 3 - { [ ( 2 - 

hydroxyethyl ) (propyl ) amino ] methyl }benzamide dihydrochloride 




H— a 

H— CI 



Methyl 3-{ [ (2-hydroxyethyl) (propyl) amino]methyl}benzoate 
(500 mg,. 2 mmol) and lithium hydroxide monohydrate (170 mg, 4 
mmol) are stirred in 2:1:1 tetrahydrofuran/methanol /water (4 
mL) at room temperature for 16 h. The reaction is 
concentrated under reduced pressure and redissolved in DMF (15 
mL) . To this solution is added (2R,3S) -3-amino-4-{3, 5- 
dif luorophenyl) -1- 1 (3-iodobenzyl) amino] butan-2-ol 
dihydrochloride (1 g, 2 mmol), diisopropylethyl^ne (1.4 mL, 
8 mmol), then HATU (1.1 g, 3 mmol), and the reaction stirred 2 
h. Purification by flash coliamn chromatography (silica, 10% 
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methanol /chloroform) provides the title compoiond as the free 
base. The residue is dissolved in diethyl ether (5 mL) and IN 
hydrochloric acid in diethyl ether- (3 mL) is added. The 
mixture is concentrated under reduced pressxire to yield the 
title conpound. ESI MS miz 652.2 [M + H]*. 

EXAMPLE SP-180 

N- { (IS, 2R) -1- (3 , 5-Difluorobenzyl) -2-hydroxy-3- [ (3- 
i odobenzy 1 ) amino ] propyl } - 3 -methyl - 5 - 

{ [methyl (propyl) amino] methyl }benzamide dihydrochloride 

T H— CI 

Analogous to the method described in EXAMPLE SP-177, Step ■ 
4, 2 mL of the stock solution is added to a solution of 
J\r-methylpropylamine (103 [iL, 1 mmol) in anhydrous methylene 
chloride (1 mL) , and the reaction mixture is stirred at room 
temperature for 5 h. The reaction mixture is diluted with 
methylene chloride (10 mL) , washed with 1 N hydrochloric acid, 
and saturated sodiiam bicarbonate, dried (magnesium sulfate) , 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 4% 
methanol /chloroform) provided the amine. The amine is 
dissolved in 1:1:1 tetrahydrofuran/methanol /water (3 mL) , and 
lithium * hydroxide monohydrate is added (33 mg, 0.75 mmol). 
The reaction is stirred 2 h and is concentrated under reduced 
pressure. The residue is redissolved in DMF (3 mL) , and 
diisopropylethylamine (261 fiL, 1.5 mmol), HATU (214 mg, 0.56 
mmol) , and (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
iodobenzyl)amino]butan-2-ol dihydrochloride (189 mg, 0.37 
mmol) are added. The reaction stirred at room temperature 16 
h. Purification by flash column chromatography (silica, 8% 
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methanol /chloroform) provides the title conpound as the free 
base- The residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (1 mL)* is added. The 
mixture is concentrated under reduced pressure to yield the 
5 title compound. ESI MS m/z 636.2 [M + H]*, 

EXAMPLE SP-181 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl } - 3 - [ ( dipropylamino ) methyl ] -5- 
10 me thy Ibenz amide dihydrochloride 

■ F 

H— CI 
H— CI 

Analogous to the method described in EXAMPLE SP-177 , Step 
4, 2 mL of the stock solution is added to a solution of 
dipropylamine (137 (XLV 1 mmol) in anhydrous methylene chloride 

15 (1 mL),. and the reaction mixture is stirred at room 
temperature for 5 h. The reaction mixture is diluted with 
methylene chloride (10 mL) , washed with 1 N hydrochloric acid, 
:and-. saturated sodium bicarbonate, dried (magnesixim sulfate), 
filtered, and concentrated iinder reduced pressure. 

20 Purification by flash column chromatography (silica, 4% 
methanol /chloroform) provided the amine. The amine is 
dissolved in 1:1:1 tetrahydrofuran/methanol/water (3 mL) , and 
lithium hydroxide monohydrate is added (33 mg, 0.75 mmol). 
The reaction is stirred 2 h and is concentrated under reduced 

25 pressure. The residue is redissolved in DMF (3 mL) , and 
diisopropylethylamine (261 pL, 1.5 mmol), HATU (214 mg, 0.56 
mmol) , and (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
iodobenzyl) amino] butan-2-ol dihydrochloride (189 mg, 0.37 
mmol) are added. The reaction stirred at room temperature 16. 

30 h. Purification by flash colximn chromatography (silica, 8% 
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methanol /chloroform) provides the title coirrpound as the free 
base. The residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (1 mL) is added. The 
mixture is concentrated under reduced pressure to yield the 
5 title coirpound. ESI MS m/z 664.2 [M + H]*. 

EXAMPLE SP-182 

3 - { [Butyl (methyl ) amino ] methyl } -N- { ( IS , 2R) -1- ( 3 , 5 - 
difluorobenzyl) -2-hydroxy-3- [ (3-iodobenzyl) amino ] propyl} -5- 
10 methylbenzamide dihydrochloride 



2 HCI 

Aaalogous to the method described in EXAMPLE . SP-177 Step 
4, 2 mL of the stock solution is added to a solution of N- 
me thy Ibutyl amine (118 JIL, 1 mmol) in anhydrous methylene 

15 chloride (1 mL) , and the reaction mixture is stirred at room 
ten^erature for 5 h. ' The reaction mixture is diluted with 
methylene chloride (10 mL) , washed with I N hydrochloric acid, 
and saturated sodium bicarbonate, dried (magnesium sulfate) , 
filtered, and concentrated under .reduced pressure. 

20 Purification by flash colvimn chromatography (silica, 4% 
methanol /chloroform) provided the^ amine. The . .-^amine. is 
dissolved in 1:1:1 tetrahydrofuran/methanol /water (3 mL) , and 
lithi\am hydroxide monohydrate is added (33 mg, 0.75 mmol) . 
The reaction is stirred 2 h and is concentrated iinder reduced 

25 pressure. The residue is redissolved in DMF (3 mL) , and 
diisopropylethylamine (261 \ih, 1.5 mmol), HATU' (214 mg, 0.56 
mmol), and (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
iodobenzyl) amino] butan-2-ol dihydrochloride (189 mg, 0 .37 
mmol) are added. The reaction stirred at room temperature 16 




F 
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h. Purification by flash coliomn chromatography (silica, 8% 
methanol /chloroform) provides the title compoiind as the free 
base. The residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (1 itiL) is added. The 
5 mixture is concentrated lander reduced pressiire to yield the 
title compoxind. ESI MS miz 650.2 [M + H]*. 

EXAMPLE SP-183 

3- [ (Cyclohexyl amino) methyl] -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
10 2-hydroxy-3- [ (3 -iodobenzyl ) amino] propyl } -5-methylbenzamide 
dihydr ochl or i de 




2 Ha 

Analogous - to the method described in EXAMPLE SP-177, Step 
4, 2 mL of the stoclc solution is added to a solution of 

15 cyclohexylamine (114 (XL, 1 mmol) in anhydrous methylene 
chloride (1 mL) , and the reaction mixture is stirred at room 
temperature for 5 h. The reaction mixture is diluted with 
methylene chloride (10 mL) , washed with 1 N hydrochloric acid, 
and saturated sodium bicarbonate, dried (magnesium sulfate) , 

20 filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 4% 
methanol /chloroform) provided the amine. The amine is 

dissolved in 1:1:1 t etrahydr of uran/methanol /water (3 mL) , and 
lithium hydroxide monohydrate is added (33 mg, 0.75 mmol). 

25 The reaction is stirred 2 h and is concentrated under reduced 
pressure. The residue is redissolved in DMF (3 mL) , and 
diisopropylethylamine (261 (XL/ 1.5 mmol), HATU (214 mg, 0.56 
mmol) , and (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
iodobenzyl) amino] butan-2-ol dihydrochloride ( 189 mg, 0.37 
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mmol) are added. The reaction stirred at room tenperature 16 
h. Purification by flash coliunn chromatography (silica, 8% 
methanol/chloroform) provides the title compound as the free 
base. The residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (1 mL) is added. The 
mixture is concentrated under reduced pressure to yield the 
title compound. ESI MS m/z 662.2 [M + H]*. 

EXAMPLE SP-184 

3-{ [benzyl (me thy 1) amino] me thy l}-N-{ (1S,2R) -1- (3,5- 

di f luorobenzyl ) - 2 -hydroxy- 3 - [ ( 3 - i odobenzy 1 ) amino ] propyl } - 5 - 

methylbenzamide dihydrochloride 



OH 




ija, 



H— a 
H— a 



Analogous to the method described in EXAMPLE SP-177, a 
s.tirred solution of methyl 3- (hydroxymethyl) -5-methylbenzoate 
(1.0, 5.6 mmol) in methylene chloride (9 mL) at -30 °C is added 
methanesulfonyl chloride (600 ^L, 7.8 mmol) followed by 
triethylamine (1.55 mL, 11 mmol). The reaction mixture is 
stirred for 1 h at 0 "C, then filtered. From this stock 
solution, 2 mL is added to a solution of If-methylbenzylamine 
(538 HL, 4.2 mmol) in anhydrous methylene chloride (1 mL) , and 
the reaction mixture is stirred at room temperature for 16 h. 
The reaction mixture is diluted with methylene chloride (10 
mL) , washed with saturated sodium bicarbonate and brine, dried 
(magnesixom sulfate), filtered,' and concentrated under reduced 
pressure. Piirif ication by flash column chromatography 

(silica, 4% methanol/chloroform) provided the amine. The 
amine is dissolved in 2:1:1 tetrahydrofuran/methanol/water (4 
ito^) , and lithium hydroxide monohydrate is added (90 mg, 2 
mmol) . The reaction is stirred 16 h and is concentrated \inder 
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reduced pressure. The residue is redissolved in DMF (5 mL) , 
and diisopropylethylamine (695 JIL, 4 mmol) , HATU (570 mg, 1-5 
inmol) , and {2R, 3S) -3-amino-4" (3, 5-dif luorophenyl) -1- [ (3- 
iodobenzyl) amino] butan-'2-ol dihydrochloride (505 mg, 1 mmol) 
5 are added. The reaction stirred at room tenperature 16 h. 
Purification by flash column chromatography (silica, 7% 
methanol/chloroform) provides the title compound as the free 
base. The residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (1 iriL) is added. The 
10 mixture is concentrated imder reduced pressure to yield the 
title compound. ESI MS m/z 684.2 [M + H]*. 

EXAMPLE SP-185 

2-Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
15 e thylbenzyl ) amino ] -2 -hydroxypropyl }-l, 2,3,4- 

tetrahydroisoguinoline-7 -carboxamide dihydrochloride 
Step 1 

2-Butyl-l, 2, 3 , 4-tetrahydroisoquinoline-7-carbonitrile 



30 




20 To an ice-cold, stirred solution of 1,2,3,4- 

tetrahydroisoquinoline-7-carbonitrile (J. Med. Chem. 1997, 40, 
3997) (485 mg, 3.1 mmol) and triethylamine (0.47 mL, 3.4 mmol) 
in methylene chloride (5 mL) is. added DMA? (37 mg, 0.3 mmol) 
and bromobutane (0.5 mL, 4.6 mmol). The reaction mixture is 

25 stirred for 20 h, diluted with methylene chloride, washed with 
water, and brine, dried (magnesium sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash 
coliimn chromatography (silica, 50% ethyl acetate/hexanes) 
affords the title contpound. ESI MS m/z 215 [M + H]"**. 



Step 2 . 

2-Butyl-l, 2, 3 , 4-tetrahydroisoquinoline-7-carboxylic acid 
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.OH 



A sealed tube containing a solution of 2-butyl-l, 2 ,3,4- 
tetrahydroisoguinoline-7-carbonitrile. (480 mg, 2.2 inmol) in 
concentrated hydrochloric acid (10 mL) is stirred at 90 °C for 
5 16 h- The reaction mixture is cooled to room temperature, 
concentrated ammonium hydroxide is added, and the precipitate 
formed is then collected by filtration to provide the title 
compound. ESI MS m/ 2 234 [M + H]*. 

10 Step 3 

2-Butyl-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) ^3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -1 , 2 , 3 , 4- 
tetrahydroisoquinoline-7-carboxamide dihydrochloride 



.15 - A solution of 2-butyl-l,2,3, 4-tetrahydroisoquinoline-7- 
carboxylic acid (190 mg, 0.81 mmol) , HATU (465 mg, 1.2 mmol) , 
HOBt (162 mg, 1.2 mmol) / and diisopropylethylamine (250 JBSL, 
1.6 mmol) is stirred in methylene chloride (2.0 mL) for 15 
min. A solution of (2R, 38) -3-amino-4-' (3 , 5-dif luorophenyl) -1- 

20 [ (3-ethylbenzyl) amino]butan-2-ol prepared by the method in 
EXAMPLE SP-272 (332 mg, 0.81 mmol) and diisopropylethylamine 
(250 ,^, 1.6 mmol) in methylene chloride (2.0 mL) is added, 
and the reaction mixture is stirred overnight. The reaction 
mixture is diluted with methylene chloride, washed with 1 ij 

25 hydrochloric acid (15 mL) , saturated sodium bicarbonate (15 
mL) , and brine. The organic layer is then dried (magnesium 
sulfate), filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 1:9 
methanol /chloroform) provides the title compound as the free 





F 



H-rCI 
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base. The solid is dissolved in methanol (1 mL) , and treated 
with hydrochloric acid (0.2 mL, 1.0 M diethyl ether, 0.2 
mmol) . The resulting precipitate was collected by filtration 
to provide the title compoxind. ESI MS m/z 550.3 [M + H]*- 

EXAMPLE SP-186 

3 - { tCyclohexyl (methyl ) amino] methyl } -N- { { IS , 2R) -1- ( 3 , 5- 
difluorobenzyl) -2-hydroxy-3- [ (3-iodobenzyl) amino] propyl} -5- 
methylbenzamide dihydrochloride 



of the stoclc solution is added to a solution of 
methylcyclohexylamine (545 jiL, 4.2 mmol) in anhydrous methylene 
chloride (1 mL) , and the reaction mixture is stirred at room 

15 temperature for 16 h. The reaction mixture is diluted with 
methylene chloride (10 mL) , washed with saturated sodium 
bicarbonate and brine, dried (magnesiiom sulfate), filtered,, 
and concentrated under reduced pressure. Purification by 
flash column cliromatography (silica, 4%' metlianol/ chloroform) 

20 provided the amine. The amine is dissolved in 2:1:1 
tetrahydrofuran/methanol /water (4 mL) , and lithium hydroxide 
monohydrate is added (60 mg, 1.4 mmol). The reaction is 
stirred 15 h and is concentrated under reduced pressure. The 
residue is redissolved in DMF (4 mL) , and 

25 diisopropylethylamine (465 ilh, 2.7 mmol), HATU (380 mg, 1 
mmol) , and (2R, 3S) -3-amino-4" (3, 5-difluorophenyl) -1- [ (3- 
iodobenzyl) amino] but an-2-ol dihydrochloride (340 mg, 0.67 
mmol) are added. The reaction stirred at room temperature 16 
h. Purification by flash column chromatography (silica, 7% 




F 



10 



2 HCI 



Analogous to the method described in EXAMPLE 'SP-184, - 2. mL 
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methanol /chloroform) provides the title compound as the free 
base. The residue is dissolved in diethyl ether (3 xnL) and IN 
hydrochloric acid in diethyl ether (1 mL) is added. The 
mixture is concentrated under reduced pressure to yield the 
5 title compound. ESI MS ml z 676.2 [M + H]*. 

EXAMPLE SP-187 

5-{ [Butyl (methyl) amino] methyl }-N-{ (is; 2R) -1- (3,5- 
dif luorobenzyl) -3-- [ (3-ethylbenzyl) amino] -2- 
10 hydroxypropyl } thiophene-2 -carboxamide dihydrochlor ide 
Step 1 

Methyl 5- (bromomethyl) thiophene-2-carboxylate 




To an ice-cold solution of methyl 5- 
15 (hydroxymethyl) thiophene-2-carboxylate (375 mg, 2.17 mmol) in 
methylen'^*' chloride (9.0 mL) is added phosphorus tribromide 
(100 JBL, 1.08 mmol) and the reaction mixture is stirred at 0 
°C for 0.5 h. Saturated sodixam bicarbonate (10 mL) is 
carefully added to the reaction mixture and the phases are 
20 separated. The organic phase is* washed 'with water, dried 
(sodium sulfate), f iltered, • and concentrated under reduced 
pressure to yield the title compound in pure form. ESI MS m/z 
235 [M + H]\ 

25 Step 2 

Methyl 5- { [butyl (methyl ) amino] methyl } thiophene-2 -carboxylate 




o 

To a solution of methyl 5- (bromomethyl) thiophene-2 - 
carboxylate (350 mg, 1.49 mmol) in dry acetone (6.0 mL) is 
30 added N-methylbutylamine (533 jaiL/, 4.47 mmol) and the solution 
stirred at room temperature overnight. The reaction is then 
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concentrated xinder reduced pressure, redissolved in methylene 
chloride, washed with saturated sodiiom bicarbonate, water, and 
brine. The organic layer is then dried (sodium sulfate) , 
filtered, and concentrated under reduced pressure to yield the 
title compoxind in pure form. NMR (300 MHz, CDCI3) 5.7.65 (d, 
i7 = 3 Hz, IH), 6.88 (d, J = 3 Hz, IH) , 3.86 (s, 3H) , 3.69 (s, 
2H), 2.41-2.36 (m, 2H)., 2.25 (s, 3H) , 1.53-1.43 (m, 2H) , 1.34- 
1.25 (m, 2H), 0.91 (t, J = 7 Hz, 3H) . 

Step. 3 

5-{ [Butyl (methyl) amino]methyl}thiophene-2-carboxylic acid 




To a solution of methyl 5- 

{ [butyl (methyl) amino] methyl} thiophene-2-carboxylate (280 mg, 
1.16 mmol) in -2:1:1 '^dioxane /methanol /water (8.0 mL) is added 
lithium hydroxide monohydrate (146 mg, 3.38 mmol) and the 
reaction mixture stirred at room temperature overnight. The 
reaction mixture is concentrated under reduced pressure and 
the solid residue partitioned between ethyl acetate and water 
The aqueous phase is.^ acidified to pH Iwith 1 N hydrochloric 
acid and extracted several times with 3:1 chlorof orm/2- 
propanol. The combined organic phase is washed with water, 
and brine, dried (sodium sulfate), filtered, and concentrated 
under reduced pressure to provide the title conpound in pure 
form. ^H NMR (300 MHz, CD3OD) 5 7.75 (d, J = 4 Hz, IH) , 7.41 
(d, J = 4 Hz, -IH) ,- 4.63 (s, 2H) , 3.20-3.14 (m, 2H) , 2.85 (s, 
3H), 1.82-1.72 (m, 2H) , 1.42 (tq, J = 8, 7 Hz, 2H) , 0.99 (t, J 
= 7 Hz, 3H) . 

Step 4 
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5- { [Butyl (methyl) amino] methyl }-N-{ (1S,2R) -1- (3,5- 
dif luorobenzyl ) -3 - 1 ( 3 -ethylbenzyl ) amino ] -2 - 
hydroxypropyl} thiophene-2-carboxamide dihydrochloride 



OH 




H— CI 
H— CI 

5 To a solution 5-{ [butyl (methyl) ainino]methyl}thiophene-2- 

carboxylic acid (171 mg, 0.75 mmol) and N,N- 
diisopropylethylamine (250 jBL/ 1-43 mmol) in methylene 
chloride . (5.0 mL) is added HBTU (285 mg, 0.75 mmol) and the 
reaction stirred for 0.5 h. To this is added a solution of 

10 (2R, 3S)-3-amino-4-(3,5-difluorophenyl)-l-[(3- 
ethylben2yl)amino]butan~2-ol prepared by the method in EXAMPLE 
SP-272 (306 mg, 0.75 mmol) in methylene chloride (5.0 mL) 
containing JJ-diisopropylethylamine (250 >fflL, 1.43 mmol). The 
reaction mixture is then stirred at ^^oom tenrperature 

.15 overnight. The reaction mixture is diluted with methylene 
chloride, washed with saturated sodium bicarbonate, and brine. 
The organic layer is then dried (sodium sulfate), filtered, 
-and concentrated xinder reduced pressure. Purification by 
flash column chromatography (silica, 95:5 chlorof orm/methanol) 

20 gives the title compound as the free base. The solid is 
dissolved in methanol (1 mL) and treated with hydrochloric 
acid (1.0 M diethyl ether). The resulting precipitate was 
collected by filtration to provide the title compound. ESI MS 
m/z 544.3 [M + H]*. 

25 

EXAMPLE SP-188 

3-{ [Butyl (methyl) amino] methyl }-N- ( (IS, 2R) -1- (3, 5- 
difluorobenzyl) -3-{ [1- (3-ethynylphenyl) cyclopropyl]amino}-2- 
hydroxypropyl ) -5-methylbenzamide dihydrochloride 
30 Step 1 
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Methyl 3-{ [butyl (methyl) amino] methyl} -5 -me thy Ibenzoate 

o 

To methyl 3 - (hydroxymethyl ) -5-methylbenzoate prepared hy 
the method in EXAMPLE SP-177 (1.1 g, 6.1 mmol) , in anhydrous 
5 methylene chloride (10 mL) is added methanesulfonyl chloride 
(663 \JJj, 8.6 ramol) at -30 and the reaction is warmed to 

0 °C. The reaction stirred 1 h, then filtered. The filtrate 
is added to ^-methylbutylamine (2.1 mL, 18.3 mmol) , and the 
reaction stirred at room temperature 16 h. The solution is 
10 concentrated . under reduced pressure. . Purification by flash 
cluromatography affords the title corapoxond in pure form. ESI 
MS m/z 250.2 [M + H]*. 

Step 2 

15 3-{ [Butyl (methyl) amino] methyl }-N- ( (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3-{ [1- (3-ethynylphenyl) cyclopropyl] amino}-2- 
hydroxypropyl ) - 5 -me thylbenzamide dihydr ochlor ide 




F 



2 HOI 

Methyl 3 - { [butyl (methyl ) amino] methyl } - 5-methylbenzoate 

20 (122 mg, 0.49 mmol) is dissolved in 2:1:1 
tetrahydrofuran/methanol /water (4 mL) , and lithium hydroxide 
monohydrate is added (41 mg, 1 ramol), and the reaction stirred 
16 h. ' The solution is concentrated under reduced pressure. 
The residue is redissolved in DMF (5 mL) , and 
25 diisopropylethylamine (350 pL, 2 mmol), HATU (240 mg, 0.63 
mmol) , and (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -l-{ [l-(3- 
ethynylphenyl ) cyclopropyl] amino}butan-2-ol dihydrochloride 
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prepared by the method in EXAMPLE SP-272 (215 mg, 0.5 ininol) 
are added. The reaction stirred at room teirperature 16 h. 
The reaction mixture is diluted with ethyl acetate, washed 
with water, saturated sodium bicarbonate, brine, dried (sodium 
5 sulfate), filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 8% 
methanol /methylene chloride) provides the title compound as 
the free base. The residue is dissolved in diethyl ether (3 
mL) and IN hydrochloric acid in diethyl ether (1 mL) is added. 
10 The mixture is concentrated under reduced pressure to yield 
the title compoxind. ESI MS m/ z 574.3 [M + H]"". 

EXAMPLE SP-189 

3 - { [Butyl (methyl ) amino 1 methyl } -N- ( ( IS , 2R) -1- ( 3 , 5 - 
15 dif luorobenzyl ) -2-hydroxy-3-{ [3- 

( trif luoromethyl ) benzyl] amino}propyl ) -S-methylbenzamide 
dihydrochloride 




F 

2 HCI 



20 Analogous to the method in EXAMPLE SP-188, methyl 3- 

{ [butyl (methyl ) amino] methyl } -5-methylbenzoate (112 mg, 0.45 
mmol) is dissolved in 2:1:1 tetrahydrofuran/methanol /water (4 
mL) , and lithium hydroxide monohydrate is added (38 mg, 0.9 
mmol), and the reaction stirred 16 h. The solution' is 

25 concentrated iinder reduced pressure. The residue' is 

redissolved in DMF (5 mL) , and diisopropylethylamine (350 JJ.L, 2 
mmol), HATU (240 mg, 0.63 mmol), and (2R, 3S) -3-amino-4- (3 , 5- 
difluorophenyl) [i- (3- 

e thynylphenyl ) cyclopropyl ] amino } butan-2 -ol dihydbrochlor ide 



-501- 



wo 03/040096 




PCT/US02/36072 



prepared by the method in EXAMPLE SP-272 {201 mg, 0.44 mmol) 
are added. The reaction stirred at room temperature 16 h. 
The reaction loixttire is diluted with ethyl acetate, washed 
with water, saturated sodium bicarbonate, brine, dried (sodium 
sulfate), filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 8% 
methanol /methylene chloride) provides the title coitpound as 
the free base. The residue is dissolved in diethyl ether (3 
mL) and IN hydrochloric acid in diethyl ether (1 mL) is added. 
The mixture, is concentrated \inder . reduced pressure to yield 
the title coir^pound. . ESI MS m/z 592.3 [M + H]*. 

EXAMPLE SP-190 

3-Bromo-5- { [butyl (methyl) amino] methyl }-N- ( (IS, 2R) -1- (3,5- 
difluorobenzyl) -3-{ [1- (3-ethynylphenyl) cyclopropyl]amino}-2- 
hydroxypropyl)benzamide dihydrochloride 
Step 1 

Methyl 3 -bromo- 5 - { [butyl (methyl ) amino ] methyl }benzoate 

o 

To a solution of methyl 3-bromo-5- (hydroxymethyDbenzoate 
(4.1 g, 16.8 mmol) in anhydrous methylene chloride (35 mL) at 
-30 °C is added methanesulf onyl chloride (1.82 mL, 23.5 mmol) 
followed by triethylamine (4.7 mL, 33.6 mmol). The reaction 
mixture is stirred for 45 min at O^C, and then filtered. The 
filtrate is added to J\7-methylbutylamine (6 mL, 50.4 mmol) and 
stirred at room temperature for 16. h. The solution is 
concentrated under reduced pressure, and the residue is 
purified by flash colxHtm chromatography (silica, 8% ethyl 
acetate/hexanes ) to give the title compound. ESI MS m/z 314.1 
[M + H]\ 

Step 2 
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3-Bronio-5-{ [butyl (methyl) amino] methyl }-N- ( (IS, 2R) -1- (3, 5- 
difluoroben2yl) -3-{ [1- (3-ethynylphenyl) cyclopropyl] amino} -2- 
hydroxyprbpyl ) benzamide dihydrochloride 




2 HCI 



5 



(113 



Methyl 



3-bromo-5-{ [butyl (methyl ) amino]methyl}benzoate 
0.36 mmol) is dissolved in 2:1:1 



tetrahydrofuran/methanol /water . (4 mL) , and lithium hydroxide 
monohydrate is added (30 mg> 0.72 mmol)> and the reaction 
stirred 16 h. . The solution is concentrated under reduced 

10 pressure. The residue is redissolved in DMF (5 mL) , and 
diisopropylethylamine (250 \JiL, 1,44 mmol), HATU (170 mg, 0.45 
mmol) , and -{2R^3S')— 3-amino-4- (3, 5-dif luorophenyl) -l-{ [1- (3- 
ethynylphenyl ) cyclopropyl] amino} -3-methylbutan-2-ol 
dihydrochloride prepared as in EXAMPLE SP-264 (170 mg, 0.4 

15 ♦ mmol) are added. The reaction stirred at room teitiperature 16 
h. Purification by flash column chromatography (silica, 8% 
methanol /methylene chloride) provides the. title compound as 
the free base. The residue is dissolved in diethyl ether (3 
mL) and IN hydrochloric acid in diethyl ether (1 mL) is added. 

20 The mixture is concentrated under reduced pressure to yield 
the title compoiind. ESI MS m/z 638,2 [M + H]*^. 

EXAMPLE SP-191 

3 - { [ Butyl (methyl ) amino ] methyl } -N« ((lS,2R)-l-(3,5- 
2 5 dif luorobenzyl ) -3 - { [ 1- ( 3 -ethylphenyl ) cyclopropyl ] amino } -2 - 
hydroxypropyl) -5-methylbenzamide dihydrochloride 
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2 HCI 

Analogous to the method in EXAMPLE SP-188, methyl 3- 
{ [butyl (methyl) amino] methyl }-5-me thy Ibenzoate (132 mg, 0 . 53 
mmol) is dissolved in 2:1:1 tetrahydrofuran/methanol/water (4 
5 mL) , and lithium hydroxide monohydrate is added (45 mg, 1.06 
mmol), and the reaction stirred 16 h. The solution is 
concentrated under reduced pressure. The residue is 

redissolved in^pMF (5 mL) , and diisopropylethylamine (350 pL, 2 
mmol), HATU...(240 mg/ 0.63 mmol), and (2R, 3S) -3"amino-4- (3 , 5- 

10 dif luorophenyl;) -l-C [1- (3-ethylphenyl) cyclopropyl] amino}butan- 
2-ol prepared by the method in EXAMPLE SP-272 (191 mg, 0.5 
mmol) are added. The reaction stirred at room temperature 16 
h. The reaction mixture is diluted with ethyl acetate, washed 
with water, saturated sodium bicarbonate, brine, dried (sodium 

15 sulfate), filtered, and concentrated imder reduced pressure. 
Purification by flash coltamn chromatography (silica, 8% 
methanol /methylene chloride) provides the title compound as 
the free base. . The residue is dissolved in diethyl ether (3 
mL) and IN hydrochloric acid in diethyl ether (1 mL) is added. 

20 The mixture is concentrated under reduced pressure to 'yield 
the title coirtpound. ESI MS mfz 578^4 [M + H]*. 

EXAMPLE SP-192 

3 - { [ Butyl (methyl ) amino ] methyl } -N- {(lS,2R)-l-(3,5- 
25 difluorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-5- 
methylbenzamide dihydrochloride 
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2 HCl 

Analogous to the method in EXAMPLE SP-188, methyl 3- 
{ [butyl (methyl) amino] methyl }-5-methylbenzoate (122 mg, 0 . 49 
mmol) is dissolved in 2:1:1 tetrahydrofuran/methanol /water (4 
5 mL) , and lithium hydroxide monohydrate is added" (41 mg, 1. 0 
mmol) , and the reaction stirred 16 h. The"" solution is 
concentrated under reduced pressure. The residue is 

redissolved in DMF (5 mL) , and diisopropylethylamine (350 \ih, 2 
mmol), HATU (240 mg, 0.63 mmol), and (2R, 3S) -3"amino-4- (3 , 5- 

10 difluorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol 

dihydrochloride' prepared by the method in EXAMPLE SP-272 (203 
mg, 0.5 mmol) are added. The reaction stirred at room 
temperature 16 h. The reaction mixture is diluted with ethyl 
acetate/ washed with water, saturated sodiinn "bicarbonate, 

15 brine, dried (sodi\am sulfate) , filtered, and concentrated 
under reduced pressure. Purification by flash column 
chromatography (silica, 8% methanol /methylene chloride) 
provides the title coirpoxind as the free base. The residue is 
dissolved in diethyl ether (3 raL) and IN hydrochloric acid in 

20 diethyl ether (1 mL) is added. The mixture is concentrated 
ixnder reduced pressure to yield the title compound. ESI MS 
m/z 552.3 [M + H]*. 

EXAMPLE SP-193 
25 N-{ (1S,2R)-1- (3, 5-Difluorobenzyl) -2-hydroxy-3- [ (3- 

iodobenzyl) amino 3 propyl} -3 -{ [isopentyl (methyl) amino] methyl}- 5- 
methylbenzamide dihydrochloride 
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2 HCI 

Analogous to the method described in EXAMPLE SP-184, 2 mL 
of the stock solution is added to a solution of N- 
isoamylmethylamine (526 |iL, 4.2 mmol) in anhydrous methylene 
5 chloride (1 mL) , and the reaction mixture is stirred at room 
tenperature for 16 h. The reaction mixture is diluted with 
methylene chloride (10 mL) / washed with saturated sodium 
bicarbonate and brine, dried (magnesium sulfate) , filtered, 
and concentrated under reduced pressure. Purification by 

10 flash colvimn chromatography ' (silica^ 4% methanol /chlorofoirm) 
provided the amine. The amine is dissolved in 2:1:1 
tetrahydrofuran /methanol /water (4 mL) / and lithium hydroxide 
monohydrate is added (42 mg, 1 mmol). The reaction is stirred ... 
16 h and is concentrated under reduced pressure. The residue 

15 is redissolved in DMF (5 mL) , and diisopropylethylamine (355 
JIL, 2 mmol), HATU (242 mg, 0.64 mmol), and (2R, 3S) -3-amino-:4- 
(3, 5-dif luorophenyl) -1- [ (3-iodobenzyl) amino]butan-2-ol 
dihydrochloride (257 mg, 0.5 mmol) are added. The reaction 
stirred at room temperature 16 h. Purification by flash 

20 column chromatography (silica, 7% methanol/chlorof orm) 
provides the title compotmd as the free base. The residue is 
dissolved in diethyl ether (3 mL) and IN hydrochloric acid in 
diethyl ether (1 mL) is added. The mixture is concentrated 
under reduced pressure to yield the title compound. ESI MS *. 

25 m/z 664.2 [M + H]*. 

EXAMPLE SP-194 

3 - { [Butyl (methyl ) amino] methyl } -N- { ( IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -2-hydroxy-3- [ (1- 
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phenyl eye lopropyl ) amino] propyl} -5-ine thy Ibenzamide 
dihydrochl or ide 




, . 2 HCI 

Analogous to the method in EXAMPLE SP-188, methyl 3-- 
5 { [butyl (methyl) amino] methyl }-5-methylbenzoate (170 mg, 0.68 
mmol) is dissolved in 2:1:1 tetrahydrofuran/methanol/water (4 
mL) , and lithium hydroxide monohydrate is added (57 itig, 1.4 
mmol) , and the reaction stirred 2 h. The solution is 
concentrated under reduced pressure. The residue is 

10 redissolved in DMP (3 mL) , and diisopropylethylamine (472 fxL, 
2.7 mmol), HATU (322 mg, 0.85 mmol), and (2R, 3S) -3-amino-4- 
(3, 5-difluorophenyl) -1- [ (l-phenylcyclopropyl)amino]butan-2-ol 
dihydrochloride prepared by the method in EXAMPLE S-XYZ (275 
mg, 0.68 mmol) are added. The reaction stirred at room 

15 teitperature 16 h. The reaction mixture is diluted with ethyl 
acetate, washed with water, saturated sodium bicarbonate, 
brine, dried (sodium sulfate) , filtered, and concentrated 
under reduced pressure. Purification by flash column 
chromatography (silica, • 8% methanol /methylene chloride) 

20 provides the title compound as the free base. The residue is 
dissolved in diethyl ether (3 mL) and IN hydrochloric acid in 
diethyl ether (1 mL) is added. The mixture is concentrated 
under reduced pressure to yield the title compound. ESI MS 
m/z 550.3 [M + H]*. 

25 

EXAMPLE SP-195 

3 - { [Butyl (methyl ) amino ] methyl } -N- { ( IS , 2R) -1- ( 3 , 5 - 

dif luorobenzyl) -2-hydroxy-3- [ (3-isopropylbenzyl) amino] propyl } - 

5 -me thy Ibenzamide dihydrochloride 
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2 Ha 

Analogous to the method in EXAMPLE SP-188, methyl 3- 
{ [butyl (methyl) amino] methyl ) -5-me thy Ibenzoate (50 mg, 0.2 
ramol) is dissolved in 2:1:1 tetrahydrofuran/methanol /water (4 
5 mL) , and lithium hydroxide monohydrate is added (17 mg, 0.4 
rranol), and the reaction stirred 16 h. The solution is 
concentrated under reduced pressure- The residue is 

redissolved in DMF (2 mL) , and diisopropylethylamine (140 \iL, 
0.8 mmol), HATU (95 mg, 0.25 mmol) , and (2R, 3S) -3-amino-4- 

10 (3, 5-difluorophenyl) -1- [ (3-isopropylben2yl) amino] but an- 2 -ol 

dihydrochloride prepared by the method in EXAMPLE SP-170/ Step 
4 (85 mg, 0.2 mmol) are added. The reaction stirred at room 
tenperature 16 h. The reaction mixture is diluted with ethyl 
acetate, washed with water/ "saturated sodium bicarbonate, 

15 brine, dried (sodiiam sulfate), filtered, and concentrated 
under reduced pressure. Purification by flash coliamn 
cliromatography (silica, 8% methanol /methylene chloride) 
provides the title compound as the free base. The residue is 
dissolved in diethyl ether (3 inL) and IN hydrochloric acid in 

20 diethyl ether (1 mL) is added. The mixture' is concentrated 
under reduced pressure to yield the title compound. ESI MS 
m/z 566.3 [M + H]*. 

EXAMPLE SP-196 
25 3 - { [Butyl (methyl ) amino ] methyl } -N- ( { IS , 2R) -1- ( 3 , 5- 

difluorobenzyl)— 3-{ [1- (3--ethynylphenyl) cyclopropyl] amino} -2- 
hydroxypropyl) -5- (1, 3-oxazol-2-yl)benzamide dihydrochloride 
Step 1 

3-(Methoxycarbonyl) -5- (1, 3-oxazol-2-yl)benzoic acid 
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To a -70 °C Stirred solution of oxazole (432 mg, 6.3 inmol) 
in tetrahydrofuran (10 mL) is added n-butyllithium (2.5 M in 
5 hexanes, 2.75 mL, 6.9 mmol) . After 30 min, zinc chloride (1 M 
in diethyl ether, 18.75 mL, 18.75 mmol) is added and the 
reaction mixture is warmed to 0 °C for 1 h. To this mixture is 
added a solution of 3-ipdp-5- (methoxycarbonyl)benzoic acid 
prepared by the method in EXAMPLE SP-2:81, step 1 (1.8 g, 6 

10 mmol) in- - anhydrous tetrahydrofuran (10 mL) followed by 
palladixam(O) tetrakis (triphenylphosphine)- (291 mg, 0.25 mmol). 
The reaction mixture is hedted at reflux for 15 h. The 
reaction mixture is cooled, filtered through diatomaceous 
earth, diluted with ethyl acetate (50 mL) , washed with water, 

15 and brine, dried (sodiiam sulfate) , filtered, and concentrated 
under reduced pressure. Purification by flash column 

chromatography (silica, gel, 5% methanol /methylene chloride) 
provides the title compound. in pure form. ESI MS mf z 246.1 [M 

.20 . , ^ 

Step 2 

Methyl 3-{ [butyl (methyl) amino]methyl}-5" (1, 3-oxazol-2- 

yDbenzoate 




To an ice-cold solution of 3- (methoxycarbonyl) -5- (1, 3- 
oxazol-2-yl) benzoic acid (340 mg, 1.4 mmol) in anhydrous 
tetrahydrofuran (10 mL) is added lithium borohydride (250 mg. 
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11 itimol) slowly. The reaction is stirred 30 min, then 
absolute ethanol (4 mL) is added, and the reaction is stirred 
1 h. The solution is poured onto ice containing excess 
hydrochloric acid and extracted with ethyl acetate. The 
5 organic layer is washed with water, brine, dried (sodium 
sulfate), filtered, and concentrated xinder reduced pressure. 
The residue is redissolved in 20% methanol /benzene (50 mL) , 
cind 2M trimethylsilyldiazome thane in hexane (0.9 mL, 1.8 rnmol) 
is added. The reaction is stirred 2 h at room temperature, 

10 then concentrated under reduced pressure. The residue is 
redissolved in anhydrous methylene chloride (10 mL) , cooled to 
-30 ®C, then methanesulfonyl chloride (150 fxL, 1.9 ramol) and 
tirie'thylamine (380 |LLL, 2.7 mmol) are added. The reaction is 
stirred at 0 °C 15 min, then i\r-methylbutyl amine (480 fiL, 

15 4 mmol) is added, and the reaction is stirred 16 h at room 
temperature. The solution is concentrated under reduced 
pressure. Purification by flash coluirai chromatography (silica 
gel, 40-100% ethyl acetate /hexane gradient) provides the title 
compound in pure form. ESI MS m/z 303.3 [M + H]"^. 

20 ' 
. Step 3 

3-{ [Butyl (methyl) amino] methyl }-N- ( (IS, 2R) -1- (3,5- 

dif luorobenzyl) -3-{ [1^ (3-ethynylphenyl)cyclopropyl]amino}-2-- 

hydr oxypropyl ) -5- (1, 3-oxazol-2-yl)benzamide dihydrochloride 



25 




Methyl 3-{ [butyl (methyl) amino] methyl} -5- (1, 3-oxazol-2- 
yl)benzoate (30 mg, 0.1 mmol) is dissolved in 2:1:1 
tetrahydrofuran/methanol /water (4 mL) , and lithium hydroxide 
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monohydrate is added (10 mg, 0.2 ramol), and the reaction 
stirred 16 h. The solution is concentrated under reduced 
pressure. The residue is redissolved in DMF (1 mL) , and 
diisopropylethylamine (70 fiL, 0.4 inmol) / HATU (57 mg, 0.15 
5 mmol) , and (2R,3S)-3-ainino-4-(3,5-difluorophenyl)-l-{ [l-(3- 
ethynylphenyl ) cyclopropyl] amino}butan-2-ol dihydrochloride 
(203 mg, 0.5 mmol) are added. The reaction stirred at room 
temperature 2 h. The reaction mixture is diluted with ethyl 
acetate, washed with water, saturated sodi\am bicarbonate, 

10 brine, dried (sodium sulfate), filtered, and concentrated 
lander reduced pressure. Purification by flash column 
chromatography (silica, 9-10% methanol /methylene chloride) 
provides the title coitipound as the free base. The residue is 
dissolved in diethyl ether (3 mL) ' and IN hydrochloric acid in 

15 diethyl ether (1 mL) is added. The mixture is concentrated 
\ander reduced pressure to yield the title compound. ESI MS 
jn/z 627.3 [M + H]*. 

EXAMPLE SP-197 

20 3-{ [Butyl (methyl) aitiino]methyl}-5-cyano-N- ( (IS, 2R) -1- (3 , 5- 

dif luorobenzyl ) -3 - { [1- (3-ethynylphenyl ) cyclopropyl] amino} -2- 
hi^oxypropyDbenz amide dihydrochloride 




3-Bromo-5- (methoxycarbonyl) benzoic acid (4 g, 15.4 itimol) 
25 and copper(I) cyanide (4.1 g, 89.5 mmol) in N- 
methylpyrrolidinone (20 mL) is heated at 175 °C for 4 h. The 
reaction is cooled, and water is added. The aqueous solution 
is extracted with methylene chloride, washed with IN 
hydrochloric acid (aq) , brine, dried (sodium sulfate). 
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filtered, and concentrated under reduced pressure. The 
residue is dissolved in tetrahydrofuran (20 mL) , cooled in an 
ice bath, and lithium borohydride (475 mg, 22 imnol) is added 
slowly. The reaction stirred at this temperature 2 h, 
5 Absolute ethanol (4 mL) is added dropwise, and the reaction 
stirred 30 min. The mixture is poured on ice containing 
excess hydrochloric acid. After gas evolution ceases, the 
solution is extracted with methylene chloride and concentrated 
under reduced pressure. 

10 The residue is dissolved in 20% methanol /benzene (20 mL) , 

and 2M trimethylsilyldiazome thane in hexane (1.3 mL,- 2.6 mmol) 
is added. The reaction stirred at room temperature 2 h and is 
concentrated under reduced pressure. The residue is then 
dissolved in anhydrous methylene chloride (10 mL) , cooled to 

15 -30 then methanesulfonyl chloride (216 jiL, 2.8 mmol) and 

t rie thy 1 amine (556 fXL/ 4 mmol) are added. The reaction is 
warmed to 0 °C and stirred 15 min, then filtered. The filtrate 
is added to N-methylbutylamine (5 mL) and stirred 16 h. The 
solution is concentrated under reduced pressure and 

20 purification by flash chromatography (silica gel, 40% ethyl 
acetate /hexane) gives an oil. The oil (107 mg) is dissolved 
in 2:1:1 tetrahydrofuran/methanol /water (4 mL) , and lithium 
hydroxide monohydrate is added (35 mg, 0.8 mmol), and the 
reaction stirred 1.5. h. The solution is concentrated under 

25 reduced pressure. 

The residue is redissolved in DMF (3 mL) , and 
diisopropylethylamine (280 fXL, 1.6 mmol), HATU (230 mg, 0.6 
mmol) , . and (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -l-{ [1- (3- 
e thynylphenyl ) cyclopropyl ] amino }butan-2-ol dihydrochloride 

30 (206 mg, 0.5 mmol) are added. The reaction stirred at room 
temperature 16 h. The reaction mixture is diluted with ethyl 
acetate, washed with water, saturated sodi\am bicarbonate, 
brine, dried (sodium sulfate), filtered, and concentrated 
vmder reduced pressure. Purification by flash column 
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chromatography (silica, 8% methanol /methylene chloride) 
provides the title compoiind as the free base. The residue is 
dissolved in diethyl ether (3 mL) and IN hydrochloric acid in 
diethyl ether (1 mL) is added. The mixture is concentrated 
5 under reduced pressure to yield the title coittpound. ESI MS 
miz 585.3 [M + H]*. 

EXAMPLE SP-198 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
1 0 hydroxypr opyl } - 3 - { [ { 2 - f urylmethyl ) (methyl ) amino ] methyl } - 5 - 
methylbenzamide dihydrochloride 
Step 1 

Methyl 3-bromo-5- (hydroxymethyl )benzoate 




15 To an ice-cold, stirred solution of . 3-bromo-5- 

(methoxycarbonyl)benzoic acid (5.0 g, 19.3 mmol) in 
tetrahydrofuran (77.2 mL) is added borane dimethyl sulfide 
complex (10.6 mL, 2.0 M tetrahydrofuran, 21.1 mmol) . The 
reaction mixture is heated at 50 for 2 h. The reaction 

20 mixture is quenched with methanol (50 mL) and . concentrated 
' under reduced pressure. Purification by flash column 
chromatography (silica, 50% ethyl acetate/hexanes) affords the 
title compo\ind. NMR (300 MHz, CDCI3) 5 . 8 . 03 (s, IH) , 7.90 
(s, IH), 7.69 (s, IH), 4.69 (s, IH) , 3.91 (s, 3H) , 2.83 (br s, ' 

25 IH) . 



Step 2 . - . 

Methyl 3 - (hydroxyme thyl ) - 5 -me thylbenzoat e 




o 
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To a ' stirred solution of methyl 3-bromo-5- 
(hydroxyitiethyDbenzoate (4.53 g, IB. 5 mmol) in dioxane (74 mL) 
is added cesi\im carbonate (6.0 g, 18.5 mmol), potassiiom 
carbonate (5.1 g, 37 mmol), and palladiiim(O) 
5 tetrakis ( tr iphenylphosphine ) (2.1 g, 1.85 mmol ) , followed by 
trimethyl boroxine (5.1 mL, 37 mmol). The reaction mixture is 
ref luxed for 12 h, cooled * to room temperature, and then 
partitioned between water and ethyl acetate. The organic 
layer is washed with water and brine, dried (magnesium 

10 sulfate), filtered, and concentrated under reduced pressure. 
The black oil is adsorbed onto silica gel followed by 
purification by flash column chromatography (silica, 25% ethyl 
acetate/hexanes ) to provide the title compound. NMR (300 
MHz, CDCI3) 5.7.75 (s, IH), 7.65 (s, IH) , 7.39 (s, IH) , 5.31 

15 (br s, IH), 4.53 (s, IH) , 3.84 (s, 3H), 2.36 (s, 3H) . 

Step 3 ... 

Methyl 3 - { [ ( 2 - f ury Ime thyl ) (methyl ) amino ] methyl } - 5 - 

methylbenzoate 




To an ice-cold, stirred solution of methyl 3- 
( hydr oxymethy 1 ) - 5 -methylbenzoate (200 mg , 1.1 mmol ) in 
methylene chloride (2.2 mL) is added triethylamine (0.304 mL, 
2.2 mmol) followed by methanesulf onyl chloride (0.116 mL, 1.5 

25 mmol) . The reaction mixture is stirred for 15 min and 
filtered. W-Me thyl fur f ury 1 amine (367 mg, 3.3 mmol) is added 
to the filtrate and the reaction mixture is stirred at room 
temperature for 5 h. The reaction mixture is diluted with 
methylene chloride (10 mL) , washed with 1 N hydrochloric acid, 

30 and saturated sodium bicarbonate, dried (magnesixim sulfate) , 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 50% ethyl 
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acetate/hexanes) provided the title conrpo\ind. NMR (300 MHz, 

CDCI3) 5.7.76 (d, J = 11 Hz, 2H), 3.79 (d, J = 6 Hz, 2H) , 6.32 

(d, i7 = .2 Hz, IH). 6.21 (d, J = 3 Hz, IH) , 3.90 (s, 3H) , 3.59 
(S, 3H), 3.53 (s, 2H), 2.39 (s, 3H) , 2.23 (s, 3H) . 

Step 4 

3-{ t (2-Furylmethyl) (methyl )amin[o] methyl) -5 -methylbenzoic acid 




o 



To a stirred solution of methyl 3-{[(2- 
furylmethyl) (methyl )afiiinol methyl }-5-methylbenzoate (180 mg, 
0.66 mmol) in methanol (2 mL) , tetrahydrofuran (1 mL) , and 
water (1 mL) is added" lithium hydroxide (277 mg, 6.6 mmol), 
and the reaction mixture stirred at room teit5)erature for 2 h. 
The reaction mixture is concentrated under reduced pressure, 
dissolved in methylene chloride, filtered, and the filtrate 
concentrated xmder reduced pressure to provide the title 
compoxand. ESI MS m/z 258 [M + H]*. 

Step 5 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyi) -3-.[ {3-ethylbenzyl) amino] -2- 
hydroxypropyl}-3-{ [ (2-furylmethyl) (methyl) amino] methyl} -5- 
methylbenzamide dihydrochloride 




2 HOI 



To a stirred solution of 3-{[(2- 

furylmethyl) (methyl) amino] methyl }-5-methylbenzoic acid (170 
mg, 0.66 mmol) in methylene chloride (3 mL) is added HBTU (375 
mg, 0.99 mmol), HOBt (134 mg, 0.99 mmol), and N,N- 
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diisopropylethylamine (0.334 inL, 1.98 ramol), followed by 
( 2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 

ethylbenzyl) amino] butan-2-ol prepared by the method in EXAMPLE 
SP-272 (269 mg, 0.66 mmol) , and the reaction mixture is 
5 stirred for 12 h at room temperature. The reaction .mixture is 
diluted with methylene chloride, washed with water, and 
saturated sodium bicarbonate, dried (magnesixam sulfate), 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 10% 

10 methanol /chloroform) affords the title coitpound as the free 
base. The compound is dissolved in methanol (2 mL) , and to 
this solution is added hydrochloric acid (5 mL, 4 N dioxane, 
20 mmol) . The reaction mixture is stirred for 1 h at room 
temperature. The reaction mixture is then diluted with ethyl 

15 ether (10 mL) . The precipitate that is formed is collected by 
filtration to provide the title compound. ESI MS m/z 576 [M + 

H]^ ..... 

EXAMPLE SP-199 

20 N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-3-{ [ (2-methoxyethyl) (methyl) amino] methyl} -5- 
methylbenzamide dihydrochloride 
Step 1 

Methyl 3-{ [ (2-methoxyethyl) (methyl) amino] methyl} -5- 

25 methylbenzoate 




To an ice-cold stirred solution of methyl 3- 

(hydroxymethyl) -S-methylbenzoate (200 mg, 1.1 ramol) in 

methylene chloride (2.2 mL) is added triethylamine (0.304 mL, 

30 2.2 mmol) followed by methanesulfonyl chloride (0.116 mL, 1.5 

mmol) . The reaction mixture is stirred for 15 min and 

filtered, 2-Methoxy-2\7'-methyleneamine (0.354 mL, 3.3 mmol) is 

-516- 



wo 03/040096 ^ ^ PCTAJS02/36072 

added to the filtrate, and the reaction mixture is stirred at 
room ten5)erature for 5 h. The reaction mixture is diluted 
with methylene chloride (10 mL) , washed with 1 N hydrochloric 
acid, and saturated sodium bicarbonate, dried (magnesitim 
5 sulfate) , filtered, and concentrated under reduced pressure. 
Piirification by flash column chromatography (silica, 50% ethyl 
acetate/hexanes) provided the title conpound. NMR (300 MHz, 
CDCI3) 5.7.75 (d, J- = 5 Hz, 2H),. 7.37 (s, 3H) , 3.90 (s, IH) , 
3.56 (s, 2H), 3.52 (t, J = 6 Hz, 2H) , 3.34 (s, 3H) , 2.61 (t, J 
10 =6 Hz, 2H), 2.39 (s, 3H) , 2.26 (s, 3H) . 

. Step 2 

3 - { [ { 2 -Methoxyethyl ) (methyl ) amino] methyl } -5-methylbenzoic acid 




6 

15 To a stirred solution of methyl 3-{[(2- 

methoxyethyl) (methyl) amino] methyl} -5-methylbenzoate (180 mg, 
. . 0.72 mmol) in methanol (2 mL) , tetrahydrofuran (1 inL) , and 
water (1 mL) is added lithium hydroxide (302 mg, 7.2 mmol) and 
-the reaction mixture stirred at room tanperature for 2 h. The 

20 reaction mixture is concentrated under reduced pressure, 
dissolved in methylene chloride, filtered, and the filtrate 
concentrated xander reduced pressure to provide the title 
coiipoxind. ESI MS m/z 238 [M + H]*. 

25 Step 3 

N-{(lS,2R)-l-(3, 5-Difluorobenzyl) -3- [ (3-ethylbenzyl)amino] -2- 
hydroxypropyl } - 3 - { [ ( 2 -methoxyethyl ) (methyl ) amino ] methyl > - 5 - 
methylbenzamide dihydrochloride 
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2 HCI 

To a stirred solution of 3-{t(2- 

methoxyethyl ) (methyl) amino]niethyl}-5-rtiethylbenzoic acid (140 
mg, 0,56 inmol) in methylene chloride (3 mL) is added HBTU (318 
5 mg, 0.84 mmol) , HOBt {114 mg, 0,84 mmol), and N,N^ 
diisopropylethylamine (0.284 mL, 1-68 mmol), followed by 
(2R, 3S)-3-amino-4-(3,5-difluorophenyl)-l-[ (3- 

ethylbenzyl) amino] butan-2-61 prepared— by- the method in EXAMPLE 
SP-272 (228 mgv 0.56 mmol) . The reaction mixture is stirred 

10 for 24 h at room temperature, diluted with methylene chloride, 
washed with water, and saturated sodium bicarbonate, dried 
(magnesium sulfate) , filtered, and concentrated \inder reduced 
pressure • Purification by flash colxamn chromatography 

(silica, 10% methanol /chloroform) affords the title compound 

15 as the free base. The compound is dissolved in methanol (2 
mL) , and to this solution is added hydrochloric acid (5 mL, 4 
N dioxane, 20 mmol) . The reaction mixture is stirred for 1 h 
at room temperature . The reaction mixture is then diluted 
with ethyl ether (10 mL) . The precipitate that is formed is 

20 collected by filtration to provide the title compound. ESI MS 
m/z 554 [M + H]*. 

EXAMPLE SP-200 

3-{[ t2- (Diethylamino)ethyl] (methyl) amino] methyl }-N-{ (1S,2R)-1- 
25 (3,5 -di f luor obenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] - 2 - 
hydr oxypropyl } - 5 -me thy Ibenzamide tr ihydrochlor ide 
Step 1 

Methyl 3 - { [ [ 2 - ( di e thylamino ) ethyl ] (methyl ) amino ] methyl } - 5 - 

methylbenzoate 
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To an ice-cold, stirred solution of methyl 3- 
(hydroxymethyl) -S-methylbenzoate (200 mg, 1.19 mmol) and 
triethylamine (241 mg, 2.38 inmol) in methylene chloride (5 mL) 
5 is added methanesulf onyl chloride (191 mg, 1.67 mmol). The 
reaction mixture is stirred for 15 min/ the precipitate that 
formed is removed by filtration, and JJ", JW'-di ethyl -J\r' - 
methylethylenediamine (465 mg, 3.57 mmol) was added. The- 
reaction mixture is stirred at room temperature for 2 h and 
10 then concentrated tinder reduced pressure. • Purification by 
flasA column chromatography (silica, 9:1 chlorof orm/methanol) 
gives the title compound. NMR (300 MHz, CDCI3) 5*. 8 . 02 (s, " 

2H), 7.33 (s, IH) , 3.56 (s, 3H) , 3.48 (s, 2H) , 2.95 (m, 4H) , 
2.75 (m, 4H), 2.41 (s, 3H) , 2.31 (s, 3H) , 1.21 (m, 6H) . 

15 

Step 2 

3-{ [ [2- (Diethylamino) ethyl] (methyl) amino ] methyl'} -5- . 
methylbenzoic acid 




20 A mixture of methyl 3-{[[2- 

( diethylamino ) ethyl] (methyl ) amino] methyl } -5-methylbenzoate 
(296 mg, 1.01 mmol) and '3:1:1 methanol/tetrahydrofuran/2 N 
sodium hydroxide (10 mL) is stirred overnight and then 
partitioned between ethyl acetate and water. The aqueous 

25 layer is acidified to pH 3 with 1 N hydrochloric acid and 
extracted with chloroform. The aqueous, layer . is concentrated 
under reduced pressure to give the title compound. NMR (300 
MHz, DMSO-de) 5.7.99 (s, Ih) , 7.82 (s, IH) , 7.80 (s, IH), 4.56 
(m, 2H) , 4.31 (m, 2H) , 3.98 (m, 2H) , 3.17 (m, 4H) , 2.51 (s, 

30 3H), 2.50 (s, 3H), 1.27 (m, 6H) . 
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Step 3 

3-{[ [2-(Diethylainino)ethyl] (methyl) amino] methyl }-N-{ (1S,2R)-1- 
{ 3 , 5-dif luorobenzyl ) -3- [ (3 -ethylbenzyl ) amino] -2- 
hydroxypropyl} -S-methylbenzamide trihydrochloride 




3 HCI 

.To a' stirred solution of 3-{[[2- 

( diethylamino ) ethyl ] (methyl ) amino ] methyl } - S-methylbenzoic acid 
(267 mg, 0,959 mmol) , {2R, 3S) -3-amino-4- (3, 5-difluorophenyl) - 
l-[ (3-ethylbenzyl.) amino] butan-2-ol prepared by the method of 
EXAMPLE SP-272 (391 mg, 0.959 mmol), HOBt (129 mg, 0.959 
mraol), and i\r,l\r-diisopropylethylamine (496 mg, 3.84 mmol) in 
methylene chloride (5 mL) is added EDC (331 mg, 1.73 mmol). 
The reaction mixture is stirred overnight and then partitioned 
between ethyl acetate and water. The organic layer is washed 
with 1 N hydrochloric acid, satiirated sodium bicarbonate, and 
brine, dried (sodium sulfate), filtered, and concentrated 
under reduced pressure. Purification by flash column 
chromatography (silica, 9:1:1 methylene, 

chloride/methanol/ammoniiam hydroxide) gives the title 
conpound. ESI MS m/z 595.4 [M + H]*. 

EXAMPLE SP-201 

N-{ (1S,2R) -1- (3, 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } -3 -oxoindane-5-carboxamide 
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To S-oxpindane-S-carboxylic acid (2.0 g, 11,5 mmol) in 
DMF (10 mL) is added diisopropyl ethyl amine (8 itiL, 46 mmol), 
HATU (5.5 g, 14.4 mmol)/ then {2R, 3S) "3-amino-4- (3, 5- 
dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol 
5 dihydrochloride prepared by the method of EXAMPLE SP-272 (5.6 
g, 13.8 mmol). The reaction is stirred 1 h at room 
temperature. The reaction was partitioned between ethyl 
acetate and water. The organic layer is washed with 1 N 
hydrochloric acid, saturated sodium bicarbonate, and brine, 
10 dried (sodium sulfate) , filtered, and concentrated under 
reduced pressure. Purification by flash column chromatography 
(silica, 8% methanol /methylene chloride) gives the title 
corapoTind. ESI MS m/z 493.2 [M + H]*. 

15 EXAMPLE SP-202 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } -3 -hydroxy indane- 5 -carboxamide 




To an ice-cold solution of N-{ (IS, 2R) -1- (3, 5- 
20 dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-3- 

oxoindane- 5 -carboxamide prepared by the method in EXAMPLE SP- 
201 (66 mg, 0.13 mmol) in methanol (3 mL) is added sodium 
borohydride (20 mg, 0.52 mmol). The reaction stirred at room 
temperature 3 h. The reaction is concentrated xinder reduced 
25 pressure, redissolved in water (3 mL) and partitioned into 
ethyl acetate. The organic layer is washed with water, 
saturated sodium bicarbonate, and brine, dried (sodium 
sulfate) , filtered, and concentrated under reduced pressure to 
give the title compound. ESI MS la/z 495.2 [M + H]"". 

30 

EXAMPLE SP-203 
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N-{ (lS,2R)-l-(3,5-Difluorobenzyl) -3-[ (3-ethylbenzyl) amino] -2- 
hyclro3^ropyl}-3-{ [isobutyl (methyl ) amino] methyl} -5- 
methylbenzamide hydrochloride 
Step 1 

Methyl 3 - { [ isobutyl (methyl ) amino ] methyl } - 5 -methylbenzoate 




o 

To an ice-cold, stirred solution of methyl 3- 
(hydroxymethyl) -5-methylbenzoate (200 mg, 1.1 ramol) in 
methylene chloride (2.2 mL) is added triethylamine (0.304 mL, 
2,2 mmol) followed by methanesulfonyl chloride (0.116 mL, 1.5 
mmol) . The reaction mixture is stirred for 15 min and 
filtered. I\r-Methylisobutylamine (287 mg, 3.3 mmol) is added 
to the filtrate, and the reaction mixture is stirred at room 
temperature for 5 h. The reaction mixture is diluted with 
methylene chloride (10 mL) , washed with 1 N hydrochloric acid, 
and saturated sodium bicarbonate, dried (magnesium sulfate) , 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 15% ethyl 
acetate/hexanes) provides the title compound. NMR (300 MHz, 
CDCI3) 5.7.77 (s, IH), 7.73 (s, IH) , 7.36 (s, IH) , 3.90 (s, 
3H), 3.44 (s, 2H), 2.38 (s, 3H) , 2.14 (s, 3H) , 2.10 (d, jr = 8 
Hz, 2H), 1.81 (m, IH) , 0.90 (d, J = 7 Hz, 6H) . 



Step 2 

3-{ [Isobutyl (methyl) amino]methyl}-5-methylbenzoic acid 




o 



To a stirred solution of . methyl 3- 

{ [isobutyl (methyl ) amino] methyl} -5-methylbenzoate (120 mg, 0.48 
mmol) in methanol (2 mL) , tetrahydrofuran (1 mL) , and water (1 
mL) is added lithium hydroxide (200 mg, 4.8 mmol), and the 
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reaction mixture stirred at room temperature for 2 h. The 
reaction mixture is concentrated \inder reduced pressure, 
dissolved in methylene chloride, filtered, and the filtrate 
concentrated \mder reduced pressure to provide the title 
5 coitpoiind. ESI MS m/z 236 [M + H]*. 

Step 3 

N-{ (lS,2R)-l-{3,5-Difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2- 
hydroxypropyl}-3-{ [isobutyl (methyl) amino] methyl} -5- 
10 methylbenzamide hydrochloride 

F 

2 HCI 

To a stirred solution of 3- 

{ [isobutyl (methyl) amino] methyl} -S-methylbenzoic acid (110 mg, 
0.48 mmol) in methylene chloride (3 mL) is added HBTU (273 mg, 

15 . 0.72 ramol), HOBt (97 mg, 0.72 mmol), and i\7',2\r- 
diisopropylethylamine (0.243 mL, . 1.44 ramol), followed by 
(2R, 3S) -3-amino-4 - (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl)amino]butan-2-ol prepared by the method of EXAMPLE 
SP-272 (196 mg, 0.48 ramol), and* the reaction mixture is 

20 stirred for 12 h at room temperature. The reaction mixture is 
diluted with methylene chloride, washed with water, and 
saturated sodium bicarbonate, dried ' (magnesixim sulfate) , 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 10% 

25 methanol /chloroform) affords a clear oil, which is dissolved 
in methanol (2 mL) . To this -solution is added hydrochloric 
acid (5 mL, 4 N dioxane, 20 ramol), and the reaction mixture is 
stirred for 1 h at room temperature. The reaction mixture is 
then diluted with ethyl ether (10 mL) . The precipitate that 
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is formed is collected by filtration to provide the title 
compound. ESI MS m/z 552.5 [M + H]*. 

EXAMPLE SP-204 

N- { (IS , 2R) - 1 - ( 3 , 5 -Di f luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] -2 - 
hydroxypropyl ) - 3 -methyl - 5 - 

{ [methyl (pentyl) amino] methyl }benzamide dihydrochloride 
Step 1 

Methyl 3-methyl-5- { [methyl (pentyl ) amino] methyl Jbenzoate 




To an ice-cold, stirred- -solution of methyl 3- 
(hydroxymethyl)-5-methylbenzoate (200 mg, 1.1 iranbl) in 
methylene chloride (2.2 mL) is added triethylamine (0.304 mL, 
2.2 mmol) followed by methanesulf onyl chloride (0.116 mL, 1.5 
mmol) . The reaction mixture is stirred for 15 min and 
filtered. iff-Methylpentylamine (333 mg, 3.3 mmol) is added to 
the filtrate, and the reaction mixture- .is... stirred at room 
temperature for 5 h. The reaction mixture is diluted with 
methylene chloride (10 mL) , washed, wi th LN hydrochloric acid, 
and saturated sodixim bicarbonate, dried (magnesiiim sulfate), 
filtered, and concentrated \inder reduced pressure. 
Purification by flash coliamn chromatography (silica, 15% ethyl 
acetate/hexanes) provides the title conijound. NMR (300 MHz, 
CDCI3) 6.7.75 (d, J- = 4 Hz, 2H), 7.36 (s, IH) , 3.90 (s, 3H) , 
3.47 (s, 2H), 3.13 (t, J" = 9 Hz, 3H) , 2.39 (s, 2H) 2.34 (d, J 
= 8 Hz, 2H), 2.18 (s, 3H), 1.45 . (m, 5H) , 1.32 (m, 2H) . 

Step 2 

3 -Methyl - 5 - { [methyl (pentyl ) amino ] methyl } benzoic acid 




-524- 



wo 03/040096 




PCT/US02O6072 



To a stirred solution of methyl 3-methyl-5- 
{ [methyl (pentyl) amino] methyl }benzoate (120 mg> 0.46 ininol) in 
methanol (2 mL) , tetrahydrofiiran (1 mL) , and water {1 mL) is 
added lithiiam hydroxide (191 mg, 4.6 mmol) , and the reaction 
5 mixtiire stirred at room teniperature for 2 h. The reaction, 
mixture is concentrated lander reduced pressure, dissolved in 
methylene chloride, filtered, and the filtrate concentrated 
\ander reduced pressure to provide the title coitqpound. ESI MS 
m/z 250 [M + H]*. 
10 " 
Step 3 

N-{ (lS,2R)-l-(3,5-Difluorobenzyl)-3-[ (3-ethylbenzyl)amino] -2- 
hydr o3Q^r opyl } - 3 -methyl - 5 - 

{ [methyl (pentyl ) amino] methyl }benzamide dihydrochloride 

15 • 

To a stirred solution of 3-methyl-5- 

{ [methyl (pentyl) amino] methyl} benzoic acid (110 mg, 0.44 mmol) 
in methylene .chloride (3 mL) is added HBTU (250 mg, 0.66 
mmol), HOBt (90 mg, 0.66 mmol), and Jff,J\7-diisopropylethylamine 

20. , (0v222 mL, .1.32 ..mmol), followed by (2R, 3S) -3-amino-4- (3 , 5- 
dif luorophenyl) -1- [ (3-ethylbenzyl) amino] butan-2-ol prepared by 
the method of 'EXAMPLE SP-272 (180 mg, 0.44 mmol), and the 
reaction mixture is stirred for 12 h at room temperature. The 
reaction mixture is diluted with methylene chloride, washed 

25 with water, and saturated sodium bicarbonate, dried (magnesium 
sulfate), -filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 10% 
methanol /chloroform) affords a clear oil, which is dissolved 
in methanol (2 mL) . To this solution is added hydrochloric 
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acid (5 mL, 4 N dioxane, 20 mmol) , and the reaction mixture is 
stirred for 1 h at room temperature. The reaction mixture is 
then diluted with ethyl ether (10 mL) . The precipitate that 
is formed is collected by filtration to provide the title 
5 compound. ESI MS m/z 566.5 [M + H]*. 

EXAMPLE SP-205 

N-{ (IS, 2R) -1- (3 , 5-Difluorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-3-{ [ (2R) -2- (methoxymethyDpyrrolidin-l- 
lO yl] methyl} -5 -methylbenzamide dihydrochloride 
Step 1 . . 

Methyl 3-{ [ (2R) -2- (methoxymethyl ) pyrrol idin-l-yl] methyl} -5- 
methylbenzoate 

I 

o 

15 To an ice-cold, stirred solution of methyl 3- 

(hydroxymethyl)-5-methylbenzoate (200 mg, 1.1 • mmol) in 
methylene chloride (2.2 mL) is added triethylamine (0.304 mL, 
2.2 mmol) followed by methanesulf onyl chloride (0.116 mL, 1.5 
mmol). The reaction mixture is stirred for 15 min and 

20 filtered. (J?) -2- (Methoxymethyl) pyrrolidine (380 mg, 3.3 mmol) 
is added to the filtrate, and the reaction mixture is stirred 
at room temperature for 5 h. The reaction mixture is diluted 
with methylene chloride (10 mL) , washed with 1 N hydrochloric 
acid, and saturated sodium bicarbonate, dried (magnesium 

25 sulfate), filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 50% ethyl 
acetate/hexanes) provides the title coir^ound. NMR (300 MHz, 

CDCI3) 5.7.77 (s, IH), 7.73 (s, IH) , 7.37 (s, IH) , 4.11 (d, J= 
13 Hz, IH), 3.90 (d, J = 6 Hz, 2H) , 3.41 (m, 2H) , 3.34 (m, 

30 3H), 2.89 (m, IH) , 2.71 (m, IH) , 2.38 (s, 3H) , 2.19 .(m,.lH).,, 
1.93 (m, 2H) , 1.54 (m, 3H) . 
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Step 2 

3-{ [ (2R) -2- (Methoxymethyl)pyrrolidin-l-yl] methyl} -5- 
methylbenzoic acid 




5 To a stirred solution of methyl- '3-{[(2R)-2- 

(methoxymethyl ) pyrrolidin-l-yl ] methyl } -5-methylbenzoate ( 120 
mg, 0,43 mmol) in* methanol (2 mL) , tetrahydrofuran (1 mL) , and 
water (1 mL) is added lithiiim hydroxide (180 mg, 4.3 mmol), 
and the reaction mixture stirred at room temperature for 2 h. 
10 The reaction mixture is concentrated under reduced pressure, 
dissolved in methylene chloride, filtered, and the filtrate 
concentrated under reduced pressure to provide the . title 
compound. ESI MS m/z 264 [M + H]*, 

15 Step 3 

N-{ (1S,2R) -1- (3, 5-Difluorobenzyl) -3- [ (3-ethylben2yl) amino] -2- 
hydroxypropyl } -3 - { t ( 2R} -2- (methoxymethyl ) pyrrolidin-l- 
yl] methyl} -5 -me thy Ibenzamide dihydrochloride 

2 HCI 

20 To a stirred solution of 3-{[(2R)-2- 

(methoxymethyl) pyrrolidin-l-yl] me thyl}-5-methylbenzoic acid 
(113 mg, ..0-43 mmol) in methylene chloride (3 mL) is added HBTU 
(165 mg, 0.66 mmol), HOBt (89 mg, 0.66 mmol), and 2^,27- 
diisopropylethylamine (0.220 mL, 1.30 mmol), followed by 

25 (2R,3S)-3-amino-4-(3,5-difluorophenyl)-l-[ (3- - 

ethylbenzyl) amino ]butan-2-ol prepared by the method of EXAMPLE 
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SP-272 (175 mg, 0,43 mmol) , and the reaction mixture is 
stirred for 12 h at room temperature. The reaction mixture is 
diluted with methylene chloride, washed with water, and 
saturated sodium bicarbonate, dried (magnesiiam sulfate) , 
5 filtered, and concentrated, under reduced pressure. 
Purification by flash coliamn chromatography (silica, 10% 
methanol /chloroform) affords a clear oil, which was dissolved 
in methanol (2 mL) . To this solution is added hydrochloric 
acid (5 mL, 4 N dioxane, 20 mmol), and the reaction mixture is 
10 stirred for 1 h at room temperature. The reaction mixture is 
then diluted with ethyl ether (10 mL) . The precipitate that 
is formed is collected by filtration to provide the title 
^ cpntpound, ESI MS m/z 580.4 [M + H]*. 

15 EXAMPLE SP-206 

3 -Bromo-5 - £ [butyl {methyl ) amino] methyl } -N- { ( IS , 2R) -1- ( 3 , 5 - 
dif luorbbenzyl) -3- [ (3-ethylben2yl) amino] -2- 
hydroxypropyDbenz amide dihydrochloride 




20 Methyl 3-bromo-5- { [butyl (methyl) amino] methyl }ben2oate 

prepared by the method in EXAMPLE SP-190, Step 1 (170 mg, 
. 0.54) is dissolved in 2:1:1 tetrahydrofuran/methanol /water (4 
mL) , and lithium hydroxide monohydrate is added (45 mg, 1.1 
mmol), and the reaction stirred 16 h. The solution is 

25 concentrated Under reduced pressure. The residue is 

redissolved in DMF (5 mL) , and diisopropylethylamine (375 }1L, 
2.16 mmol), HATU (256 mg, 0.68 mmol)/ and (2R, 3S) -3-amino-4- 
(3 , 5-dif luorophenyl) -1- [ (3-ethylben2yl ) amino ]butan-2-ol 
dihydrochloride prepared by the method in EXAMPLE SP-272 {265 
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mg, 0.65 inmol) are added. The reaction stirred at room 
temperature 1 h. The reaction mixture is diluted with 
methylene chloride, washed with water, and saturated sodium 
bicarbonate, dried (sodium sulfate) , filtered, and 
5 concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 8% methanol /methylene chloride) 
provides the title compound as the free base. The residue is 
dissolved in diethyl ether (3 mL) and IN hydrochloric acid in 
diethyl ether (1 mL) is added. The mixture is concentrated 
10 under reduced pressure to yield the title compound. ESI MS 
miz 616.2 [M + H]*. 

EXAMPLE SP-207 

3- [ (Butylamino) methyl] -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
15 [ (3~ethylbenzyl) amino] -2-hydroxypropyl}-5-methylbenzamide 
dihydro chloride 
Step 1 

Methyl 3 - [ (butylamino ) methyl ] - 5 -methylbenzoate 




o 



20 To an ice-cold, stirred solution of methyl 3- 

(hydroxymethyl) -5-methylbenzoate (200 mg, 1.1 itimol)' ' in 
methylene chloride (2.2 mL) is added triethylamine (0.304 mL, 
2 • 2 mmol ) followed by methanesulf onyl chloride ( 0 . 116 mL , 1.5 
mmol) . The reaction mixture is stirred for 15 min and 

25 filtered. Butylamine (0.543 mL, 5.5 mmol) is added to the 
filtrate, and the reaction mixture is stirred at room 
temperature for 5 h. The reaction mixture is diluted with 
methylene chloride (10 mL) , washed with 1 N hydrochloric acid, 
and saturated sodium bicarbonate, dried (magnesium sulfate) , 

30 filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 89:10:1 
chloroform/methanol/aramonixam hydroxide) provides the title 
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compound. NMR (300 MHz, CDCI3) 5.7.75 (s, IH) , 7.70 (s, 

IH), 7.24 (br s, IH) , 4.42 (d, J = 9 Hz, 2H) , 3.90 (s, 3H) , 

3.16 (m,^ 2H) , 2.38 (s, 3H) , 1.64 (s, 2H) , 1.44 (m, 9H) , 1.27 

(m, 2H), 0.89 (t, J = 7 Hz, 3H) , 

Step 2 

Methyl 3-{ [ ( tert-butoxycarbonyl ) (butyl ) amino] methyl} -5- 
methylbenzoate 




o 



To a stirred solution of methyl 3- [ (butylamino) methyl] -5- 
methylbenzoate (70 mg, 0.30 mmol) in methylene chloride is 
added triethylamine (0.046 mL, 0.33 mmol), and . .4- 
dimethylaminopyridine (4.0 mg, 0.03 mmol) followed by di-tert- 
butyl -dicarbonate (72 mg, 0.30 mmol). The reaction mixture is 
stirred at room temperature for 24 h, diluted with methylene 
chloride, washed with 1 N hydrochloric acid, and brine. The 
organic solution is dried (magnesivim sulfate) , filtered, and 
concentrated, under reduced pressure to afford the title 
compound. ^H NMR (300 MHz, CDCI3) 6,7.75 (s, IH), 7.70 (s, 
IH), 7.24 (brs, lH), 4.42 (d, J = 9 Hz, 2H) , 3.90 (s, 3H) , 
3.16 (m, 2H), 2.38 (s, 3Hj , 1.64 (s, 2H) , 1.44 (m, 9H) , 1.27 
(m, 2H), 0.89 (t, J= 7 Hz, .3H) . 

Step 3 

3-{ [ (tert-Butoxycalrbqnyl) (butyl) amino] methyl }-5-methylbenzoic 
acid 




o 



To a stirred solution of methyl 3-{[(tert- 
butoxycarbonyl ) (butyl) amino] methyl }-5-methylbenzoate (70 mg, 
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0.21 mmol) in methanol (2 mL) , tetrahydrofuran (1 mL) , and 
water {1 mL) is added lithixim hydroxide (88 mg, 2.1 itimol) , and 
the reaction mixture stirred at room tentperature for 2 h. The 
reaction mixture is concentrated under reduced pressure, 
5 dissolved in methylene chloride, filtered, and the filtrate 
concentrated under reduced pressure to provide the title 
compound. 

Step 4 

10 3 - [ (Butylamino) methyl] -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2-hydroxypropyl}-5-methylben2amide 
dihydrochloride 




F 

2 HCI 

To a stirred solution of 3-{[{tert- 

15 butoxycarbonyl ) (butyl) amino] methyl }-5-methylbenzoic acid (90 
mg, 0.28 mmol) in methylene chloride (3 mL) is added HBTU (160 
mg, 0.42 mmol), HOBt (57 mg, 0.42 mmol), and W,J\r- 
diisopropylethylamine ( 0 . 142 mL, 0 . 84 mmol ) , followed by 
(2R, 3S) -'3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
20 ethylbenzyl) amino ]butan-2-ol prepared by the method of EXAMPLE 
SP-272 (114 mg, 0.28 mmol), and the reaction inixture is 
stirred for 12 h at room temperature. The reaction mixture is 
•diluted with methylene chloride, washed with water, and 
saturated sodium bicarbonate, dried (magnesium sulfate) , 
25 filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 10% 
methanol /chloroform) affords a clear oil, which is dissolved 
. in methanol (2 mL) . To this solution is added hydrochloric 
acid (5 mL, 4 N dioxane, 20 mmol), and the reaction mixture is 
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Stirred for 1 h at room temperature. The reaction mixture is 
then diluted with ethyl ether (10 mL) . The precipitate that 
is formed is collected by filtration to provide the title 
conpound. ESI MS m/z 538.5 [M + H]*. 

5 

EXAMPLE SP-208 

N-{(lS,2R)-l-(3,5-Di f luor obenzy 1 ) - 3 - [ ( 3 - e thy Ibenzy 1 ) amino ] - 2 - 
hydroxypropyl}-3-{ [ (23) -2- (methoxymethyl)pyrrolidin-l- 
yl ] methyl } - 5 ^methylbenzamide dihydrochloride 
10 Step 1 

Methyl 3-{ [ (2S) -2- (methoxymethyl)pyrrolidin-l-yl]methyl} -5- 

methylbenzoate 




To an ice-cold, stirred solution of methyl 3- 

15 (hydroxymethyl) -5-methylben2oate (200 mg, 1.1 ramol) in 
methylene chloride (2.2 mL) is added triethylamine (0.304 mL, 
2.2 mmol) followed by methanesulf onyl chloride (0.116 mL, 1.5 
mmol) . The reaction mixture is stirred for 15 min and 
filtered. (5) - ( + ) -2- (Methoxymethyl)pyrrolidine (380 mg, 3.3 

20 mmol) is added to the filtrate, and the reaction mixtire is 
stirred at room temperature for 5 h. The reaction mixture • is 
diluted with methylene chloride (10 mL) , washed with 1 N 
hydrochloric acid, and saturated sodiiam bicarbonate, dried 
(magnesium sulfate) , filtered, and concentrated under reduced 

25 pressure. Purification by flash column chromatography 

(silica, 15% ethyl acetate/hexanes) provides the title 
conpound. NMR (300 MHz, CDCI3) 5.7.77 (s, IH) , 7.73 (s, 

IH), 7.37 (s, IH), 4.12 (d, J" = 17 Hz, IH) , 3.90 (s, 3H) , 3.85 
(m, 2H) , 3.51 (m, 2H) , 3.44 (m, 2H) , 3.15 (s, IH) , 2.38 (s, 

30 3H), 1.94 (m, 3H) , 1.72 (m, 3H) . 



Step 2 
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3-{ [ (2S)-2- (Methoxymethyl)pyrrolidin-l-yl] methyl} -5- 
methylbenzoic acid 




To a stirred solution of methyl 3-{t(2S)-2- 
5 (methoxymethyl ) pyrrolidin-l-yl ] methyl } - 5-methylbenzoate (170 
mg, 0.50 ramol) in methanol (2 mL) , tetrahydrofuran (1 mL) , and 
water (1 mL) is added lithium hydroxide (211 mg, 5.0 mmol), 
and the reaction mixture stirred at room temperature for 2 h. 
The reaction mixture is concentrated under reduced pressure, 
10 dissolved in methylene chloride, filtered, and the filtrate 
concentrated under reduced pressure to provide the title 
cortpound. ESI MS m/z 264 [M + H]"". 

Step 3 - 
15 N-{ (1S,2R) -1- (3, 5~Difluorobenzyl) -3-[ (3-ethylbenzyl)amino] -2- 
hydroxypropyi}-3-{ [ (2S) -2- (me thoxymethyl) pyrrol idin-1- 
yl ] methyl } -5-methylbenzamide dihydrochloride 




2 HCI 



To a stirred solution of 3-{[(2S)-2- 

20 (methoxymethyl ) pyrrolidin-l-yl ] methyl } -5 -methylbenzoic acid 
(110 mg, 0.42 mmol) in methylene chloride (3 mL) is added HBTU 
(240 mg, 0.63 ramol), HOBt (85 mg, 0.63 mmol), and N.N- 
diisopropylethylamine (0.212 mL, 1.26 mmol), followed by 
(2R, 3S) -3"-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
25 ethylbenzyl)amino]butan-2-ol prepared by the method of EXAMPLE 
SP-272 (171 mg, 0.42 ramol). The reaction mixture is stirred 
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for 12 h at room temperature. The reaction mixture is diluted 
with methylene chloride, washed with water, and saturated 
sodium bicarbonate, dried (magnesium sulfate) , filtered, and 
concentrated under reduced pressure. Purification by flash 
5 column chromatography (silica, 10% methanol /chloroform) 
affords a clear oil, which is dissolved in methanol (2 mL) . 
To this solution is added hydrochloric acid (5 mL,4 N dioxane, 
2 0 mmol) , and the reaction mixture is stirred for 1 h at room 
temperature. The reaction mixture is then diluted with ethyl 
10 ether (10 mL) . The precipitate that is formed was collected 
by filtration to provide the title compound. ESI MS m/z 580.4 
[M + H]*. 

EXAMPLE SP-209 

15 N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-3-{ [ (2 -hydroxy ethyl) (methyl) amino]methyl} -5- 
methylbenzamide dihydrochloride 
Step 1 

Methyl 3 - { [ ( 2 -hydroxye thyl ) (methyl ) amino 3 methyl } - 5 - 

20 methylbenzoate . ^. . . 




To an ice-cold stirred solution of methyl 3- 
(hydroxymethyl) -5-methylbenzoate (200 mg, 1.1 mmol) in 
methylene chloride (2.2 mL) is added triethylamine (0.304 mL, 

25 2.2 mmol) followed by methanesulf onyl chloride (0.116 mL, 1.5 
mmol) . The reaction mixture is stirred for 15 min and 
filtered. 2-Methoxy-N-methyleneamine (0.354 mL, 3.3 mmol) is 
added to the filtrate and stirred at room temperature for 5 h. 
The reaction mixture is diluted with methylene chloride (10 

30 mL) , washed with 1 N hydrochloric acid, and saturated sodium 
bicarbonate,- dried (magnesiiim sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash 
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column chromatography (50% ethyl acetate/hexanes) provides the 
title compound. ESI MS m/z 238 [M + H]"". 

Step 2 

5 3-{ [ (2-Hydroxyethyl) (methyl) amino] methyl }-5"me thy Ibenzoic acid 




^OH 

d 

To a stirred solution of methyl 3-{[(2- 
hydroxy ethyl) (methyl) amino 3 methyl }-5-methylben2oate (180 mg, 
0.72 ramol) in methanol (2 mL) , tetrahydrofuran (1 mL) , and 

10 water (1 mL) is added lithium hydroxide (302 mg, 7.2 mmol), 
and the reaction mixture is stirred at room temperature for 2 
h. The reaction mixture is concentrated imder reduced 
pressure, dissolved in methylene chloride, filtered, and 
concentrated under reduced pressure to provide the title 

15 compound.. ESI MS m/z 224 [M + H]*. 

Step 3 \ 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl)amino] -2- 
hydroxypropyl } -3- { [ ( 2 -hydroxyethyl ) (methyl ) amino] methyl} -5- 
20 methylbenzamide dihydrochloride 




To a stirred solution of 3-{[{2~ 

hydroxyethyl ) (methyl) amino] methyl} -5 -me thy Ibenzoic acid (140 
mg, 0^56 mmol) in methylene chloride (3 mL) is added HBTU (318 
25 mg, 0.84 mmol), HOBt (114 mg, 0.84 mmol), and 2^,Z\r- 
diisopropylethylamine (0.284 mL, 1.68 mmol), followed by 
(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
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ethylbenzyl) amino ]butan-2-ol prepared by the method of EXAMPLE 
SP-272 (228 mg, 0.56 nunol) . The reaction mixture is stirred 
for 24 h at room tenperature, diluted with methylene chloride, 
washed with water, and saturated sodium bicarbonate, dried 
5 (magnesium sulfate) , filtered, and concentrated under reduced 
pressure. Purification by flash colximn chromatography (10% 
methanol/chloroform) affords a clear oil, which is dissolved 
in methanol (2 mL) . To this is added hydrochloric acid (5 mL 
of a 4 N solution in dioxane, 20 mmol), and the reaction 
10 mixture is stirred for 1 h at room temperature. The reaction 
mixture is diluted with ethyl ether (10 mL) . The precipitate 
that is formed is collected by filtration to provide the title 
compound. ESI MS m/z 540.4 [M + H]"". 

15 EXAMPLE SP-210 

3 -Bromo- 5 - { [butyl (methyl ) amino ] methyl } -N- ((lS,2R)-l-(3,5- 
dif luorobenzyl) -2-hydroxy-3-{ [3- 

( trif luoromethyl)benzyll amino}propyl)benzamide dihydrochloride 




2 HCI 



20 Methyl 3-bromo-5-{ [butyl (methyl) amino] methyl }benzoate 

prepared by the method in EXAMPLE SP-190, Step 1 (200 mg, 
0.64) is dissolved in 2:1:1 tetrahydrofxiran/methanol /water (4 
. mL) , and lithium, hydroxide monohydrate is added (60 mg, 1.3 
mmol), and the reaction stirred 16 h. The solution is 

25 concentrated under reduced pressure. The residue is 

redis solved in DMF (5 mL) , and di is opropyl ethyl amine (445 jxL, 
2.6 mmol), HATU (304 mg, 0.8 mmol), and (2R, 3S) -3-amino-4- 
(3, 5-difluorophenyl)-l-{ [3- 

( trif luoromethyl ) benzyl] amino}butan-2-ol dihydrochloride 
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prepared by the method in EXAMPLE S-2511 (315 mg, 0.7 inmol) 
are added. The reaction stirred at room temperature 16 h. 
The reaction mixture is diluted with ethyl acetate, washed 
with water, and saturated sodium bicarbonate, brine, dried 
5 (sodium sulfate), filtered, and concentrated under reduced 
pressure. Purification by flash columji chromatography 

(silica, 9% methanol /methylene chloride) provides the title 
contpound as the free base. The residue is dissolved in 
diethyl ether (3 mL) and IN hydrochloric acid in diethyl ether 
10 (2 mL) is added. The mixture is concentrated under reduced 
pressure to yield the title compound. ESI MS ml z 656.2 [M + 

EXAMPLE SP-211 
15 N- ( (IS, 2R) -1- (3 , 5-Dif luorobenzyl) "3-{ [1- (3- 
ethynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -3 - 
{ [isopentyl (methyl ) amino] methyl } -5-methylben2amide 
dihydrochloride 
Step 1 

20 Methyl 3- { [isopentyl (methyl ) amino] methyl } -5-methylben2oate 




To methyl 3- (hydroxymethyl) -5-methylbenzoate prepared by 
the method in EXAMPLE SP-198, Step 2 in. anhydrous methylene 
chloride at -30 °C is added methanesulf onyl chloride (601 |JiL, 

25 7.8 mmol) , then triethylamine (1.5 mL, .ll.l mmol) , and the 
reaction is stirred at 0 °C 15 min. The resulting precipitate 
is filtered, and the filtrate is added to W-methylisoamylamine 
(2.1 mL, 16.7 mmol) . The reaction stirred at room temperature 
16 h. The solution is concentrated under reduced pressure, 

30 redissolved in ethyl acetate and washed with saturated sodium 
bicarbonate, brine, dried (sodium sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash 
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column . chromatography (silica, 20% ethyl acetate/hexanes) 
provides the title compound, ESI MS m/z 264.2 [M + H]*. 

Step 2 

5 N-{ (lS,2R)-l-(3,5-Difluorobenzyl)-3-{ [l-{3- 

ethynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -3 - 
{ [isopentyl (methyl) amino] methyl} -5-methylbenzamide 
dihy dr o chl or i de 




2 HCI 



10 To methyl . 3- { [isopentyl (methyl) amino] methyl} -5- 

methylbenzoate (250 mg, 0,95 mmol) in 

tetrahydrofuran/methanol/water (2:1:1, 8 mL) is added lithium 
hydroxide monohydrate (80 mg, 1.9 mmol), and the reaction is 
stirred at room temperature 16 h. The solution is 

15 concentrated \inder reduced pressure, redissolved in DMF (5 
mL) , and diisopropylethylamine (660 fiL, 3.8 mmol), HATU (540 
mg, 1.4 mmol), and {2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- 
{ [ 1- ( 3 -e thynylphenyl ) cyclopropyl ] amino } -3 -methylbutan-2 -ol 
dihydrochloride (450 mg, 1.05 mmol) are added. The reaction 

20 stirred at room temperature 2 h. The reaction mixture is 
diluted with ethyl acetate, washed with water, saturated 
sodium bicarbonate, brine, dried (sodium sulfate) filtered, 
and concentrated under, reduced pressure. Purification by 
flash col\jmn chromatography (silica, 9% methanol /methylene 

25 chloride) provides the title compound as the free base. The 
residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (2 mL) is added. The 
mixture is concentrated under reduced pressure to yield the 
title coinpoxind. ESI MS miz 588.3 [M + H]*. 
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EXAMPLE SP-212 

N-( (lS,2R)-l-(3, 5-Difluorobenzyl)-3-{ [l-{3^ 
ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -3 - 
5 { [isopentyl (methyl) amino]inethyl}-5-inethylbenzamide 
dihydrochloride 




2 HCI 

To methyl 3-{ [isopentyl (methyl) amino] methyl} -5- 

methylbenzoate prepared by the method in EXAMPLE SP-211, Step 

10 1 (160 mg, .D..61 .mmol) in tetrahydrofuran/methanol /water 
(2:1:1, 8 mL) is added lithiim hydroxide monohydrate (51 mg, 
1,2 mmol), and the reaction is stirred at. room temperature 16 
h. The solution is concentrated under reduced pressure, 
redissolved in DMF (5 mL) , and diisopropylethylamine (424 jiL, 

15 - -2". 4 -mmol) , HATU (290 mg, 0.8 mmol), and (2R, 3S) ~3-amino-4- 
(3, 5-difluorophenyl) -1~{ [1- (3-ethylphenyl) cyclopropyl ] amino } - 
3-methylbutan-2-ol dihydrochloride prepared by the method in 
EXAMPLE SP-2 72 (291 mg, 0.7 mmol) are added. The reaction 
stirred at room temperature 2 h. The reaction mixture is 

20 diluted with ethyl acetate, washed with water, saturated 
sodium bicarbonate, brine, dried (sodium sulfate), filtered, 
and concentrated under reduced pressure i Purification by 
..flash column chromatography (silica, 8% methanol /methylene 
chloride) provides the title compound as the free base. The 

25 residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (2 mL) is added. The 
mixture is concentrated under reduced pressure to yield the 
title con5)ound. ESI MS m/z 592.3 [M + H]"". 
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EXAMPLE SP-213 

l-Butyl-N-{ {IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -lH-indole-6-carboxainide 

Step 1: Methyl lH-indole-5-carboxylate 

O 




To a mixture of indole-5-carboxylic acid (3,0 g) and 
triethylamine (1.9 g) in dry THF (100 mL) was added 1,1- 
carbonyldiimidazole (3.08 g) . The mixture was stirred for 30 

10 minutes at room temperature, at which time methanol (25 itiL) 
was added. The mixture was stirred at room temperature for 1 
h, partitioned between water and ethyl acetate. The layers 
were separated and the organic layer washed twice with water, 
dried over anhydrous magnesiiam sulfate, filtered and 

15 concentrated under reduced pressure. Colxamn chromatography on 
silica, gel (200 mL) using CH2CI2 as eluent to give 0.794 g of 
the title compound: '^h"Mr (CDCI3) 5 3.93, 6.66, 7.28, 7.41, 
7.91, 8.34, 8.42. 

20 Step 2: Methyl l-butyl-lH-indole-5-carboxylate 

O ..... 




To a mixture of methyl lH-indole-5-carboxylate (6.0 g) in 
methyl sulfoxide (30 mL) was added potassiiim t-butoxide (3.88 
g). . The mixture was stirred at room temperature for 10 
25 minutes at which time 1-iodobutane (1.8 mL) was added. The 
mixture was stirred at room temperature for 5 h then 
partitioned between water and methylene chloride. The layers 
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were separated and the organic layer washed three times with 
brine, dried over anhydrous magnesiiim sulfate and concentrated 
xander reduced pressure. Column chromatography on silica gel 
(100 mL) using 10% ethyl acetate in hexanes as eluent to give 
6.18 g of the title coitpotind: NMR (CDCI3) 5 0.923, 1.38, 

1.83, 3.9, 4.14, 6.58, 7.15, 7.34, 7.9, 8.39. 

Step 3: l-Butyl-lH-indole-6-carboxylic acid 



10 To a mixture of l-butyl-lH-iiidole-6-carboxylic acid (0.52 

g) in methanol (25.0 mL) and water (5.0 mL) was added lithium 
hydroxide monohydrate (2.0 g) . The mixture was heated to 60 °C 
for 6 h, cooled to room temperature, poured into IN HCl (SOinL) 
and extracted into ethyl acetate. The - ethyl acetate extract 

15 was dried over anhydrous magnesium sulfate and concentrated 
under reduced pressure to give 0.496 g (72%) of the title 
compooind: NMR (CDCI3) 5 0.98 (t, J = 7.3 Hz, 3 H) , 1.4 (m, 2 
H), 1.9 (m, 2 H) , 4.2 (m, 2 H) , 6.57 (ss, J = 2.6 Hz, 1 H) , 
7.31 (ss, J = 3.1 Hz, 1 H) , 7.68 " (d, J = 8.4 Hz, 1 H) , 7.89 

20 ■ (dd, J = 1.4, 8.4 Hz, 1 H) , 8.24 (s, 1 H) . ' 

Step 4: l-Butyl-N-{(lS,2R)-l-(3,5-difluorobenzyl)-3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-lH-indole-6-carboxamide 

OH 

NH X MH 





F 

25 To a mixture of l-butyl-lH-indole-6-carboxylic acid 

(0.278 g) in methylene chloride (10 mL) was added 
triethylamine (0.129 g) , HOBT (0.175 g) and, HATU (0.486 g) . 
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The mixtixre was stirred at room temperature for 30 minutes at 
which time (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl) amino ]butan-2-ol (0.408 g) was added. The 
resulting mixture wa:s stirred at room temperature for 18 h 
5 then partitioned between water and methylene chloride. The 
layers were separated and the organic layer washed with water 
followed by brine and dried over anhydrous magnesium sulfate. 
Column chromatography on silica gel (100 mL) using 3% methanol 
in methylene chloride as eluent to give 0.256 g of the title 
10 compound: MS {ESI+) for C32H37F2N3O2 m/z 542.2 (M+H) . 

EXAMPLE SP-201 

1 -Butyl -N-{ (IS, 2R) -1- (3 , 5.-dif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino ] -2-hydroxypropyl } indoline- 6-carboxamide 
15 hydrochloride 

Step 1: Methyl l-butylindoline-6-carbQxylate 




To a mixture of methyl l-butyl-lH-indole-6-carboxylate, 
20 (2.1 g) in glacial acetic acid (25 mL) was added sodium 
cyanoborohydride (2.28 g) . The mixture was heated at 40 °C for 
3 h then cooled to room temperature, partitioned between water 
and ethyl acetate and the layers were separated. The organic 
layer was washed three times with brine, dried over anhydrous 
25 sodium sulfate and concentrated to give 1.64 g of the title 
compouind: NMR {CDCI3) 5 0.969, 1.43, 1.59, 2.99, 3.1, 3.4, 

3.88, 7.07, 7.34. 

Step 2: l-Butylindoline-6-carboxylic acid 

30 
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To a mixture of Methyl l-butylindoline-6-carboxylate . (1.6 
g) in methanol (20 mL) was added IN NaOH (5.0 mL) . The 
mixture was heated at 60 °C for 2 h then cooled to room 
5 temperature, poured into IN HCl and extracted into ethyl 
acetate. The ethyl acetate extract was dried over anhydrous 
magnesium sulfate and concentrated to give 1.16 gof the title 
compound: NMR (CDCI3) 5 0.974, 1.43, 1.60,. 3.01, 3.11, 

3-42, 7.1, 7.43. 
10 ■ '* 

Step 3 : l~Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl } indoline-6-carboxamide 
hydrochloride 




To a mixture of l-butylindoline-6-carboxylic acid (0.2 g) 
in methylene chloride was added triethylamine (0.0.27 g) , HOBT 
(0.125 g) and, HATU (0.347 g) . The mixture was stirred at 40 
®C for 15 minutes at which time (2R, 3S) -3-amino-4- (3 , 5- 

20 difluorophenyl)-l-[ ( 3 -ethylbenzyl) amino ]butan-2-ol (0.346 g) 
was added. The resulting mixture was stirred at 40 °C for 5 h 
then partitioned between water and methylene chloride. The 
layers were separated and the organic . layer washed with water 
followed by brine and dried over anhydrous magnesium sulfate. 

25 Colxamn chromatography on silica gel (100 mL) using 5% methanol 
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in methylene chloride as eluent to give 0.100 g of the title 
compound: MS (ESI+) for C32H39F2N3O2 m/z 535.9 (M+H)*. 

EXAMPLE SP-215 

l-Butyl-N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -lH-indazole-6-carboxamide 

Step 1 : 3- 1 (E) - (Tert-butylthio) diazenyl ] -4-methylbenzoic acid 

HOOC 



To a mixture of 3 -amino -4 -methyl benzoic acid (5.0 g) in 
water (50 mL) was added concentrated hydrochloric acid (15 
mL) . The-mixture was chilled to 0 °C in an ice /acetone bath. 
Sodixm nitrite (2.28 g) was dissolved in water (10 mL) and 
slowly added to the mixture at 0 *C. . The. pH was adjusted to 6 
with saturated sodium acetate and 2-methyl-2-propanethiol .(1.8 
mL) was added. The mixture was stirred for 1 h and the 
resulting solids were collected by filtration, washed with 
water and dried oinder reduced pressure to give 5.7 g of the 
title compound: NMR (CDCI3) 5 1.61, 2.20, 7.38, 7.55, 9.67. 

Step 2: lH-Indazole-6-carboxylic acid 

•~- HOOC^'CiO^ 

To a mixture of 3- [ (E) - (tert-butylthio) diazenyl] -4- 
methylbenzoic acid (5.7 g) in nitrogen degassed 
methylsulf oxide (90 mL) was added potassium t-butoxide (25.0 
. g) . The mixture was stirred at room temperature for 24 h then 
poured onto ice and acidified to pH 4 with concentrated 
hydrochloric acid. The mixture was extracted with diethyl 
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ether and the organic layer washed with brine. The organic 
layer was dried over anhydrous magnesium sulfate and 
decolorizing carbon then concentrated under reduced pressure 
to give 1-2 gof the title compound: NMR (CDCI3) 5 0.963, 

5 1-36, 1.95, 4.48, 7.81, 7.88, 8.08, 8.29. 

Step 3: Methyl lH-indazole-6-carboxylate 

To a mixture of lH-indazole-6-carboxylic acid (1.0 g) iii 
10 methylene chloride (15 mL) was added EDC (1.8 g) , HOBT (1.27 
g) , and triethylamine (1.29 mL) . The mixture was heated to 40 
for 30 minutes at which time methanol (10.0 mL) was added. 
The mixture was stirred at 40 ®C for 18 h. The mixture was 
removed from heat, cooled to room tertiperature and poured into.. 
15 methylene chloride. The mixture was washed twice with water 
then brine, dried over anhydrous sodixim sulfate and 
concentrated under reduced pressure to give 0.955 g of the 
title compound: NMR (CDCI3) 5 3.98, 7.81, 7.86, 8.16, 8.29, 

10.6. 

20 

Step 4: Methyl l-'butyl-lH-indazole-6-carboxylate 




To a mixture of methyl lH-indazole-6-carboxylate (0.95 g) 
in DMF (10 mL) was added 60% NaH (0.216 g) . The mixture was 
25 heated to 60 °C and 1-iodobutane (0.61 mL) was added. The 
mixture was heated at 60 °C for 72 h and 1-iodobutane (0.61 mL) 
was added evexy 24 h. The mixture was removed from heat and 
cooled to room temperature and partitioned between water and 
ethyl acetate. The layers were separated and the organic 
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layer washed three times with brine, dried over anhydrous 
magnesixim sulfate aoid concentrated under reduced pressure. 
Column chromatography on silica gel (100 mL) using 5% ethyl 
acetate in hexanes as eluent to give 0.356 g of the title 
compound: NMR (CDCI3) 5 0.938, 1.34, 1.92, 3.97, 4.43, 

7.73, 7.79, 8.03, 8.18. 

Step 5: l-Butyl-lH-indazole-6-carboxylic acid 



HOOC 




To a mixture of methyl l-butyl-lH-indazole-6-carboxylate 
(0.356 g) in methanol (10 mL) was added saturated sodium 
bicarbonate (5 mL) . The mixture was heated at 60 for 2 h at 
which time IN NaOH (5 mL) was added and the mixture heated to 
80**C for 18 h. The mixture was cooled to room temperature, 
poured into IN HCl (50 mL) , and extracted with ethyl acetate. 
The ethyl acetate extract dried over anhydrous magnesium 
sulfate and concentrated under reduced pressure to . give 0.310 
g of the title compoxmd: NMR (CDCI3) 5 0.964, 1.96, 4,48, 

7.81, 7.89, 8.29, 8.46. 

Step 6: l-Butyl-N-{ (1S,2R) -1- (3 , 5-"dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino ] -2 -hydroxypropy 1 } - IH- indazole- 6 -carboxamide 




F 



To a mixture of 1-butyl- IH- indazole- 6-carboxylic acid 
(0.2 g) in methylene chloride (20 mL) was added triethylamine 
(0.182 g) , HOBT (126 g) , and HATU (0.348 g) . The mixture was 
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Stirred at 40 °C for 10 minutes at which time (2R, 3S) -S-amino- 
4- (3 , 5-clif luorophenyl) -1- [ (B-ethylbenzyl) amino]butan-2-ol 
(0.35 g) was added. The. mixture was stirred at 40 ®C for 3 h 
then poured into methylene chloride (50 mL) , washed with water 
then brine, dried over anhydrous magnesium sulfate and 
concentrated umder vacu\im. Colimin. chromatography on silica 
gel (100 mL) using 5% methanol in methylene chloride as eluent 
to give 0.2 g of the title confound: fiS (ES1+) for C31H36F2N4O2 
m/z 534.9 (M+H)*. 

EXAMPLE SP-216 

l-Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] -2-hydroxypropyi } - 4- 

[methyl (methylsulfonyl) amino] -lH-indole-6-carboxamide 

Step 1: Methyl 4-methyl-3 , 5-dinitrobenzoate* 

NO2 




o 

To a mixture of 3,5 dinitrotoluic acid (16 g) in methanol 
(10 mL) was added sulfuric acid (15 mL) . The mixture was 

20 heated to 75 ®C for 72 h, removed from heat and cooled to room 
temperature. The solvents, were removed under pressure and the 
residue was partitioned between water and ethyl acetate. The 
layers were separated and the organic layer washed with 2 N 
NaOH followed by water. The .organic layer was dried over 

25 anhydrous magnesiiim sulfate, filtered and concentrated to give 
16.28 g (96%) of the title compound: NMR .(CDCI3) 5 2.65 (s, 
3 H), 4.02 (s, 3 H), 8.61 (s, 2 H 

Step 2 : Methyl 4- [ (E) -2- (dimethylamino ) ethenyl] -3 , 5- 

30 dinitrobenzoate 
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10 



.0 




o 



To a mixture of methyl 4-methyl-3 , 5-dinitrobenzoate (5.6 
g) in toluene (20 mL) was added dimethyl formamide dimethyl 
acetal (4 ,17 g) and 5-sulfo salycylic acid hydrate (0.1 g) . 
The mixture was heated to 110 **C for 19 h, removed from heat 
and cooled to room temperature. The solvents were removed 
under reduced pressure at which time hexanes was added to the 
residue and the residue was filtered to give 6.85 g of the 
title compound: NMR (CDCI3) 6 2.97, 3.96, 5.54, 6.74, 8.33. 




Step3: Methyl 4-amino-lH-indole-6-carboxylate 

NH2 

O 

To a mixture of methyl 4 - [ ( E ) -2 ( dimethylamino ) ethenyl ] - 
3,5-dinitrobenzoate (19.3 g) in ethyl acetate (200 mL) was 

15 added 5% palladium on carbon (1.5 g) . The mixture was placed 
under 45 PSI H2 and shaken overnight. The mixture was filtered 
through celite and concentrated. The residue was dissolved in 
CH2CI2 to which was added ((1:1) H20:conc. HCl (250 mL) ) . The 
resulting solids were collected , by filtration, dissolved in 

20 ethyl acetate and washed with 2N NaOH. The ethyl acetate 
layer with anhydrous magnesium sulfate, filtered and 
concentrated, to give 7.4 g if the title compovmd: NMR 
(CDCI3) 5 3.91, 4.01, 6.51, 7.09, 7.27, 8.40. 

25 Step 4 : Methyl 4- [ (methylsulf onyl) amino] -lH-indole-6- 

carboxylate 
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O, 




O 



To a mixture of methyl 4-amino-lH-indole-6-carboxylate 
(1.0 g) in DMF (10 mL) was added 4-dimethylaminopyridine (1,46 
. g) and methanesulfonyl chloride (0.6 g) . The mixture was 
5 heated to 60 for 3 h, cooled to room temperature, and 

partitioned between water and ethyl acetate. The layers were 
separated and the organic layer washed three times with brine, 
dried over anhydrous sodixam sulfate and concentrated to give 
0,71 g of the title compo\ind: NMR (CPCI3) 5 3.02, 3.94, 

10 6.69, .7.42, 7.81, 8.04. 

Step 5 : Methyl 4- [methyl (methylsulfonyl) amino] -lH-indole-6- 
carboxylate 



indole-6-carboxylate (0.6 g) in THP (10 mL) was added 
potassium cairbonate (0.309 g) and iodomethane (0.63 mL). The 
mixture was stirred at room temperature for 4 h then heated to 
40 °C overnight. Iodomethane (0.3 mL) was added and the 

20 mixture heated an additional 3 h. The mixture was cooled to 
room "teinpiBrature/ partitioned between water and diethyl ether, 
dried over anhydrous sodium sulfate and concentrated. The 
residue was dissolved in ether and decolorizing carbon (2 g) 
was added and the mixture ref luxed for 5 minutes then filtered 

25 through celite while hot. The ether was removed \mder reduced 




15 



To a mixture of Methyl ' 4- [ (methylsulfonyl) amino] -IH- 
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press\ire to give 0.437 g of the title con^jound: MS (ESI+) for 
C12 H14 N2 04 Si m/z 321,1 (M+K) . 

Step 6 : l-Butyl-4- [methyl (methylsulf onyl) amino] -lH-indole-6- 
5 carboxylic acid 



To a mixture of methyl 4- [methyl (methylsulf onyl) amino] - 
lH-indole-6-carboxylate (0.437 g) in DMF(15 mL) was added 
potassium hydroxide (0.087 g) and iodobutane (0.34 mL) • The 

10 mixture was heated to 70 °C for 6 h. then stirred at room 
temperature for 72 h. . The mixture was partitioned between 
water and ethyl acetate, the layers were separated and the 
organic layer " washed three times with water. The organic 
layer was dried over anhydrous sodium sulfate, filtered and 

15 concentrated. The residue was dissolved in methanol (5 inL) to 
which was added IN NaOH (2 mL) and the mixture heated to 50 °C 
for 1 h. The mixture was cooled to room temperature and 
poured into water and washed with ether. The aqueous layer 
was acidified to pH 4 with IN HCl and the product extracted 

20 into ethyl acetate which was dried over anhydrous sodium 
sulfate, filtered and concentrated to dryness to give 0.377 g 
of the title coitqpound: NMR (CDCI3) 5 0.973, 1.38, 1.87, 

3.01, 3.45, 4.21, 6.71, 7.36, 7.82, 8.18. 

25 ' Step 7: l-Butyl-N-{ (lS,2R)-l-.(3,5"difluoroben2yl)-3-[ (3- 

ethylbenzyl ) amino] -2 -hydroxypropyl } -4- 
[methyl (methylsulf onyl) amino] -IH- indole- 6 -carboxamide 



O 
II 
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To a mixture of l-Butyl-4- [methyl (methylsulfonyl) amino] - 
lH-indole-6-carboxylic acid (0.2g) in methylene chloride (15 
mL) was added triethylamine (0.156 g) , HOBT (0.105 g) , and 
5 HATU (0.293 g) . The mixture was stirred at 39 ''C for 10 
minutes at which time (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) - 
l-[ (3-ethylbenzyl)amino]butan-2-ol (0.293 g) was added. The 
mixture was stirred at 40 °C for 4 h then poured into methylene 
chloride (50 mL) , washed with water followed * by brine then 
10 dried over anhydrous magnesiiam sulfate and concentrated xinder 
reduced pressure. Colxamn chromatography on silica gel (100 
mL) using 5% methanol in methylene chloride as eluent to give 
0.21 g of the title compoiind: MS (ESI+) for .C34H42F2N4O4S1 m/z 
640 . 8 (M+H) . 

15 

EXAMPLE SP-217 

N-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-2- (dipropylamino) isonicotinamide hydrochloride 

20 Step 1: 2-Chloroisonicotinonitrile 




4-cyanopyridine-N-oxide (10.0 g) was added to phosphorus 
oxychloride (85 mL) ..and heated to 110 for 2.5 h. The 

mixture was cooled to room temperature and the excess 
25 phosphorus oxychloride removed under reduced pressure. The 
residue was dissolved in water and made basic with 
concentrated ammonia. The product was extracted into 
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methylene chloride, dried over anhydrous magnesixim sulfate and 
concentrated under reduced pressure. Coliomn chromatography on 
silica gel (100 mL) using methylene chloride as eluent to give 
7,19 g of the title compound: NMR (CDCI3) 5 7.48, 7.6, 8.6. 

5 

Step 2: 2- (Dipropylamino) isonicotinonitrile 
^-^N-"^^CsN 

s 

2rChlorois6nicotinonitrile (1.0 g) and dipropylamine (10 
• mL) were placed in a sealed heavy wall tube and heated to 100 
10 °C for 18 h. The mixture was removed from heat and cooled to 
room temperature. The dipropylamine was removed under reduced 
pressure and the residue chromatographed on silica gel using 
2% ethyl acetate in hexanes as eluent to give 1.06 g of the 
title compound: MS (ESI+) for C12H17N3 m/z 204.1 (M+H)*. 



15 



Step 3: 2- (Dipropylamino) isonicotinic acid hydrochloride 



"COOH 
HCI 

2- (Dipropylamino) isonicotinonitrile (1.0 g) was dissolved 
in concentrated hydrochloric acid (30 mL) and heated at 65 °C 
20 for 3 h. The solvents were removed \ander reduced pressure to 
give 1.27 g of the title compoxind: MS (ESI+) for C13H20N2O2 m/z 
237.3 (M+H)*". 

Step 4: N-{(lS,2R)-l-.{3,5-Difluorobenzyl)-3-[(3- 

25 ethylbenzyl ) amino ] -2 -hydr oxypropyl } -2 - 

( dipropylamino ) isonicotinamide hydrochloride 
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15 



20 



3 HCI 



To a mixture of 2- (Dipropylamino) isonicotinic acid 
hydrochloride (0.2g) in methylene chloride (15 mL) was added 
triethylamine (0.195 g) , HOBT (0.105 g) / and HATU (0.293 g) . 
5 The mixture was stirred at 39 °C for 10 minutes at which time 
(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 

ethylbenzyl) amino] butan-2-ol (0.285 g) was added. The mixture 
was stirred at 40 °C . for 4 h then poured into methylene 
' chloride (50 mL) , washed with water then brine, dried over 
10 anhydrous magnesium sulfate and concentrated under vacuum. 
Column chromatography on silica gel (100 mL) using 5% methanol 
in methylene chloride as eluent and conversion to the, 
hydrochloride salt gave 0.105 g of the title compound: MS 
(ESI+) for C31H40F2N4O2 m/z 539.3 (M+H)*. 



EXAMPLE SP-218 

1 -Butyl -N- {(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (1, 3-oxazol-2-yl) -IH- 
indo le - 6 - carboxamide 

Step 1: Methyl 4-iodo-lH-indole-6-carboxylate 




O 



To a mixture of methyl 4-amino-lH-indole-6-carboxylate 
(EXAMPLE SP-216, step 3) (3.2 g) in water (50 mL) was added 
25 concentrated hydrochloric acid (5 mL) • The mixture was 
• chilled to below 5 °C with the addition of ice. To this was 
added sodium nitrite (1.16 g) dissolved in water (10 mL) . The 
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mixture was stirred chilled for 1 h followed by addition of 
sodium iodide (3 g) in water (20 mL) . The mixtiire was stirred 
for 30 minutes, filtered and the solids collected by 
filtration were washed with water and dried at 50 The 
5 solids turned black and gas evolved rapidly upon drying. 
Column chromatography on silica gel (200 mL) using 20 % 
hexanes in CH2CI2 as eluent to give 0.82 g of the title 
compoiind: NMR (CDCI3) 6 3.94, 6.55, 7.43, 8.14, 8.22, 8.62. 

10 Step 2: Methyl l-butyl-4-iodo-lH-indole-6-'Carboxylate 

To a mixture of methyl 4-iodo-lH-- indole- 6-carboxylate 
(1.0 g) in DMF (10 mL) was added potassium hydroxide (0.392 g) 
. and 1-iodobutane (0.8 mL) . The mixture was heated to 80 for 
15 18 h. ' The mixture was cooled to room temperature and 
partitioned between water and ethyl acetate. The layers were 
separated and the organic layer washed twice with water, dried 
over anhydrous magnesium sulfate and concentrated \inder 
. reduced pressure. Column chromatography on. silica gel (100 
20 mL) using 20% ethyl acetate in hexanes as eluent to give 0.73 
g . of . the title,. compound.:. NMR (CDCI3) 5 0.940, 1.32, 1.81, 
3.95, 4.15, 6.45, 7.31, 8.09, 8.18. 

Step . 3: l-Butyl-4- (1, 3-oxa2ol-2~yl) -lH-indole-6-carboxylic 

25 acid 
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To a "72 solution of oxazole (0.069 g) in dry THF (20 
mL) was added dropwise 1.6 M N-butyl lithixom (0.68 mL) . The 
mixture was stirred at -72 °C for 30 minutes at which time 1.0 
M zinc chloride (3.3 mL) was added. The mixture was allowed 
5 to warm to 0 °C at which time irtethyl l-butyl-4-iodo-lH-indole- 
6-carboxylate (0.37 g) and tetrakis triphenylphosphine 
palladiim (0) (0.07 g) were added and the mixture heated to 85 
^'C. The mixture was "heated at 85 °C for 20 h then cooled to^ 
room temperature and partitioned between water and ethyl 

10 acetate. The layers were separated and the organic layer 

washed with water, dried over anhydrous sodium sulfate and 

concentrated under reduced pressure. Coluinn chromatography 
was performed on silica gel (100- mL) using 20% ethyl ' acetate 
in hexanes as eluent. The residue was dissolved in methanol 

15 (10 mL) and IN NaOH (3 mL) and heated at 60 °C for 2 h. The 
mixture was acidified to pH 4 with IN HCl and extracted with 
ethyl acetate. The ethyl acetate extracts were dried over 
anhydrous sodium sulfate and concentrated to dryness under 
reduced pressure to give 0.2 g of the title compovind: MS 

20 (ESI+) for C16H16N2O3 m/z 283.16 (M+H)*. 

Step 4: l-Butyl-N-{ (lS,2R)-l-(3, 5-difluorobenzyl)-3-t (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-4- (1 , 3-oxa2ol-2-yl) -IH- 
indo 1 e - 6 - carboxamide 



To a mixture of l-butyl-4- (1, 3-oxazol-2-yl) -iH-indole-S- 
carboxylic acid .(0.2g) in methylene chloride (20 mL) was added 
l.l-carbonyldiimidazole (0.114 g) . The mixture was stirred at 
room tenperature for 1- h at which time (2R, 3S) -3-amino-4- (3 , 5- 



f=\ 



25 
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difluorophenyl)-l-[ (3-ethylbenzyl)ainino]butan-2-ol (0.265 g) 
dissolved in methylene chloride (10 itiL) was added. The 
inixt\ire was stirred at room temperatiire for 18 h then poured 
into methylene chloride (50 mL) , washed with water followed by 
brine, dried over anhydrous magnesium sulfate and concentrated 
under reduced pressure. Column chromatography on silica gel 

(100 mL) using 65% methylene chloride, 30 % hexanes, and 5% 
methanol as eluent to give 0.0985 g of the title conpound: MS 

(ESI+) for C35H38F2N4O3 m/z 601.99 (M+H)*. 

EXAMPLE SP-219 

l-Butyl-4-cyano-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -lH-indole-6-carboxamide 

Step 1: Methyl l-butyl-4-cyano-lH-indole-6-carboxylate 

CsN 




To a mixture of methyl l-butyl-4-iodp-lH-indole-6- 
carboxylate (EXAMPLE SP-218, Step 4) (1.47 g) in N-methyl 
pyrrolidinone (15 mL) was added copper (I) cyanide (1.1 g) . 
The mixture was heated to 150 °C for 6 h, removed from heat and 
cooled to room teitperature . The mixture was partitioned 
between water and ethyl acetate and. the layers were separated. 
The organic layer was washed three times with water, dried 
over anhydrous sodi\am sulfate and concentrated vinder reduced 
pressure. Column chromatography on silica gel (100 mL) using 
20% ethyl acetate as eluent to give 0.5 g of the title 
conpound: NMR (CDCI3) 5 0.955, 1 .32 , .. 1 . 85, 3.98, 4.23, 

6.76, 7.43, 8.16, 8.30. 

Step 2: l-Butyl-4-cyano-lH-indole-6-carboxylic acid 
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To a mixture of methyl l-butyl-4-cyano-lH-indole-6- 
carboxylate (10.5 g) in methanol (15 mL) was added IN NaOH 
(3.0 iiiL) • The mixture was heated at 40 for 2 h then cooled 
to room temperature.. The mixture was poured into IN HCl and 
extracted into ethyl acetate. The ethyl acetate extract was 
dried over anhydrous magnesium sulfate and concentrated to 
give 0.45 g of the title compoiind: "^H NMR {CDCI3) 5 0,973, 
1.38, 1,88, 4.27, 6.79, 7,48, 8.24, 8.38. 

Step 3 : l-Butyl-4-cyano-N-{ {1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
( (3-ethylbenzyl) amino] -2-hydroxypropyl}-lH-indole-6- 
carboxamide 




F 

To a mixture of 1 -butyl -4 -cyano-lH- indole- 6 -carboxylic 
acid (0.29 g) in methylene chloride (10 mL) was added 1,1- 
carbonyldi imidazole (0.194 g) and triethylamine (0.267 g) . 
The mixture was stirred at room temperature for 45 minutes at 
which time (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl) amino ]butan-2-ol (0.5 g) dissolved in methylene 
chloride (10 mL) was added. The mixture was stirred at room 
temperature for 18 h then poured into methylene chloride (50 
mL) , washed with water followed by brine, dried over anhydrous 
magnesium sulfate and concentrated under vacuiim. Coliomn 
chromatography on silica gel (100 mL) using 5% methanol in 
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methylene chloride as eluent to give 0.47 g of the title 
conpoiand: MS (ESI+) for C33H36F2N4O2 in/z 559.0 (M+H)*. 

EXAMPLE SP-220 

4-Butyl-N-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino J -2-hydro:OTropyl } -8- { 1 , 3-oxazol-2-yl ) -3 , 4- 
dihydro-2H-l , 4-benzoxazine-6-carboxamide 

Step 1: Methyl 4-hydroxy-3-iodo-5-nitrobenzoate 



To a solution of methyl 4-hydroxy-3-nitroben2oate (2.0 g) 
in acetic acid (15 itiL) was added iodine monochloride (1.65 mg) 
in acetic acid, and the mixture was stirred at 100 °C for 1.5 
h. After cooling to room temperature, the mixture was poured 
into water (200inL) , and stirred for 30 min. The mixture was 
filtered and washed with water and hexanes. The yellow powder 
was collected by filtration and dried in vacuum oven overnight 
to give 2.99 -g of the title compoiind: NMR (300 MHz, CDCI3) 

5.11.68, 8-81, 8.72, 3.96. 

Step 2: Methyl 3-amino-4-hydroxy-5-iodoben2oate 

OH 



To a mixture of methyl 4-hydroxy-3-iodo-5-nitrobenzoate 
(2.99 g) in ethanol (40 raL) was added tin (II) chloride (10 g) 
portion wise. After stirring for 1 h at reflux, the mixture 
was cooled to 0 °C and quenched by saturated potassium 
carbonate (100 . mL) . The mixture was filtered through 



OH 
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diatomaceous earth and the filtrate was extracted with ethyl 
acetate (4 x 100 mli) . The combined organic extracts were dried 
(sodium sulfate) , filtered, and concentrated under reduced 
pressxxre to give 2.5 g of the title compound: NMR (300 MHz, 
5 DMSO-de) 5; 7. 50, 7.24, 3.75. 

Step 3: Methyl 8-iodo-3-oxo-3,_4-dihydro-2H-l, 4-benzoxazine-6- 
carboxylate 



20 




10 

To an ice-cold, stirred solution of Methyl 3-amino-4- 
hydroxy- 5 -iodobenzoate (2.3 g) and sodium bicarbonate (1.5 g) 
in 1:1 isobutyl methyl ketone/water (80 mL) was added 
chloroacetyl chloride (1.1 g) , and the reaction mixture was 
15 stirred for 1 h. The mixture was warmed to room temperature 
and heated at reflux for 18 h. . ..After overnight, a beige solid 
formed. The laixture was filtered, and washed with water and 
hexanes to give 2.4 g of the title compound: NMR (300 MHz, 
DMSO-de) 5.10.98, 7.89, 7.47, 4.79, 3.82. 



Step 4 : Methyl 4-butyl-8-iodo-3-oxo-3 , 4-dihydro-2H-l, 4-- 

ben2oxa2ine-6-carboxylate 

! 



.0 

o 



To a solution of Methyl 8-iodo-3-oxo-3 , 4-dihydro-2H-l, 4- 
25 benzoxazine-S-carboxylate (2.64 g) and potassium carbonate (5 
g) in DMSO (20 mL) was added bromobutane (5 g) , and the 
reaction mixture was stirred for 1 h at 80 °C. The mixture was 
cooled to room temperature, diluted with 1:1 ethyl 
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acetate/hexanes (100 mL) and water (160 mL) , and separated. 
The organic layer was washed with water, and brine, dried 
(magnesixam sulfate) , filtered, and concentrated under reduced 
pressure. Purification by flash column chromatography 
(silica, 1:10 ethyl acetate/hexanes) afforded 2.24 g of the 
title conpound: NMR (300 MHz, CDCI3) 6,8.13, 7.63, 4.74, 

3.96, 3.92, 1.64, 1.42, 0.97. 

Step 5: Methyl 4-butyl-8-iodo-3,4-dihydro-2H-l,4-benzoxazine- 
6 -carbpxylate 




A solution of Methyl 4-butyl-8-iodo-3-oxo-3 , 4-dihydro-2H- 
l,4-benzoxazine-6-carboxylate (680 mg) and 9-BBN (900 mg) in 
tetrahydrofuran (30 mL) was heated at refliax for 1.5 h. The 
mixture was cooled to room temperature, ethanolamine (0.22 mL) 
was added, and the resulting solution was concentrated xinder 
reduced pressure. The residue was washed with hexanes, 
filtered, and the filtrate was concentrated tinder reduced 
pressure. Purification by flash column chromatography (silica, 
10% ethyl acetate/hexanes) afforded 600 mg of the title 
compoxind: NMR (300 MHz, CDCI3) 6.7.75, 7.28, 4.34, 3.86, 

3.36, 3.28, 1.58, 1.40, 0.96. 

Step 6: Methyl 4-butyl-8- (1, 3-oxazol-2-yl) -3 , 4-dihydro-2H- 
1 , 4-benzoxazine-6-carboxylate 
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To a -70 °C solution of oxazole (227 itig) in 
tetrahydrofuran (10 inL) was added la-butyllithiuin (2.5 M in 
hexanes, 2 mL) . After stirred at -70 °C for 30 min, zinc 
chloride (1 M in ethyl ether, 13 mL) was added; The mixture 
5 was warmed to 0 °C for 1 h. To this mixture was then added 
ethyl 4-butyl-8-iodo-3/ 4-dihydro-2H-l, 4-benzoxazine-6- 

carboxylate .(600 mg, 1.6 ramol) in THF (5 mL) followed by 
tetrakis triphenylphosphine palladium (0) (115 mg) . - , The 
mixture was heated at reflux for 3 h, diluted with ethyl 

10 acetate (300 mL) and washed with water followed by brine. The 
organic solution was dried (sodium sulfate) and concentrated 
under reduced pressure. Purification by silica gel plug (1:1 
acetate/hexanes) provided 363 mg of the title compound: "^H NMR 
(300 MHz, CDCI3) 5 7.96, 7.73, 7.40, 7.28, 4.44, 3.90, 3.43, 

15 3.34, 1.61, 1.41, 0.98. 

Step 7 : 4-Butyl-8- (1 , 3-oxazol^2-yl) -3 , 4-dihydro-2H-l , 4- 

benzoxazine-6-carboxylic acid 



HOOC 




20 To a stirred solution of Methyl 4-butyl-8- (1, 3-oxazol-2- 

yl)-3,4-dihydro-2H-l, 4-benzoxazine-6-carboxylate (474 mg) in 
methanol (20 mL) was added potassium hydroxide (15 mL of a 1.0 
M solution in water) . The mixture was stirred at room 
temperature overnight then concentrated under reduced 

25 pressure. The residue was diluted with water and washed with 
ethyl acetate. The aqpieous layer was acidified to pH 4 with 1 
N hydrochloric acid and extracted with chloroform (4 x 100 
mL) . The combined organic extracts were dried (sodium 
sulfate) , filtered, and concentrated under reduced pressure to 

30 give 450 mg of the title compound: NMR (300 MHz, CDCI3) 
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5.11.60, 8.08, 7.74, 7.46, 7.37, 4.46, 3.43., 3.34, 1.62, 1.41, 
0.98. 

St^ 8: 4-Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 

5 ethylbenzyl ) amino] -2-hydroxypropyl} -8- (1,3 -oxazol-2-yl ) -3 , 4- 
dihydro-2H-l , 4-benzoxazine-6-carboxainide 



20 



25 




HO 

NH ^NH 



A solution of 4"Butyl-8-"(l,3-oxa2ol-2-yl)-3,4-dihydrQ-2H- 
l,4-benzoxazine-6-carboxylic acid (450 mg, HBTU (853 mg) , and 

10 diisopropylethylamine (580 mg) was stirred in methylene 
chloride (15 mL) for 15 min. A solution of {2R, 3S) -3-amino-4- 
(3, 5-difluorophenyl) -1- [ (3-ethylbenzyl) amino] butan-2-ol . (606 
mg) in methylene chloride (7 mL) was added and the reaction 
mixture was stirred overnight. . The mixture was filtered with 

15 methylene chloride, dried (magnesiiam sulfate), and 
concentrated under reduced pressure. Purification by flash 
colxamn chromatography (silica, 1:9 methanol /chloroform) 
provided 400 mg of the title coittpound: ESI MS m/z 619 [M + 



EXAMPLE SP-221 

4-Butyl-8-cyano-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -3 , 4-dihydro-2H-l , 4- 
benz oxaz ine - 6 - carboxami de 

Step 1: Methyl 3-bromo-5- (butylamino) -4-methoxybenzoate 

Br 
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To a stirred solution of Pd{0Ac)2 (144 mg) , BINAP (1.2 g)., 
and cesium carbonate (8.4 g) in toluene (100 mL) was added 
butylamine (1-6 mL) , and the mixture was heated at 80 for 15 
min, A solution methyl 3 , 5-dibromo-4-methoxybenzoate (4.2 g) 
5 in toluene (30 mL) was added dropwise over 20 min. The 
mixture was refluxed overnight. The mixture was cooled to room 
teitperature, filtered through diatomaceous earth, and 
concentrated under reduced pressure. Piirif ication by flash 
column chromatography (silica, 1:9 ethyl acetate/hexanes) 
10 provided 3.5 g of the title con5)ound: NMR (300 MHz, CDCI3) 

6.7.52, 7.19, 3.90, 3.88, 3.18, 1.66, 1.46, 0.97. 

Step 2: Methyl 3-bromo-5- (butylamino) -4--hydro:jQrbenzoate 



Br 




15 To a -78 °C solution of the Methyl 3-brM6-5- (butyla^^ 

4-methoxybenzoate (520 mg) .in methylene chloride (10 mL) was 
added BBra (8 ml of 1.0 M solution in methylene chloride) 
dropwise and the reaction mixture was stirred, for 18 h. The 
mixture was concentrated under reduced pressure, and the 

20 residue was dissolved in methylene chloride and saturated 
sodium bicarbonate was added. The mixture was cooled to 0 °C 
and methanol was added dropwise. After stirring for 30 min, 
the mixture was stirred at room temperature for 1 h. The 
solvent was removed, and the residue dissolved in methylene, 

25- chloride, washed with water, saturated sodium bicarbonate (15 
mL) , and brine, dried (magnesium sulfate), filtered, and 
concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 1:20, ethyl acetate/hexanes) 
provided 440 mg of the title compoxind: NMR (300 MHz, CDCI3) 

30 5.7.52, 7.19, 3.88, 3.18, 1.65, 1.46, 0.97. 
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Step 3: Methyl . 8-bromo-4-butyl-3 , 4-dihydro-2H-l, 4- 

benzoxazine- 6 - carboxylate 




To an ice-cold, stirred solution of Methyl 3-bronio-5- 
5 {butylamino)-4-hydroxybenzoate (440 mg) and sodiiom bicarbonate 
(280 mg) in 1 : 1 -isobutyl methyl ketone/water (10 mL) was added 
chloroacetyl chloride (226 mg) . The mixture was stirred for 1 
h, warmed- to" room teitiperature, and heated at reflux for 14 h. 
The mixture was cooled to room temperature / diluted with 

10 " chloroform, and the layer separated. The organic layer was 
washed with water, and brine, dried (magnesium sulfate), 
filt.ered,,. and .concentrated under reduced pressure to give a 
white solid: NMR (300 MHz, CDCI3) 6. 7,94, 7.62, 4.76, 3.98, 

3.93, 1.65, 1.43, 0.97, which was used in the next step 

15 without further purification or characterization. 

Step 4:. A solution of the amide from step 3 and 9-BBN 
(780 mg). in tetrahydrofuran (10 mL) was heated at reflux for 
1.5 h. The mixture was cooled to. room tentperature , 
ethanolamine (0.2 mL) was added, and the resulting solution 

20 was concentrated under reduced pressure. The residue was 
washed with hexanes, filtered, and the filtrate was 
concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 10% ethyl acetate/hexanes) 
afforded (330 mg, over: 2 steps) of the title compound:. NMR 

25 (300 MHz, CDCI3) 5.7.55, 7.27, 4.36, 3.87, 3.37, 3.30, 1.60, 
1.41, 0.97. 

Step 5 : Methyl 4-butyl-8-cyano-3 , 4-dihydro-2H-l, 4- 

benz oxa z ine - 6 - c arboxy 1 ate 
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To a flask containing methyl 8-bromo-4-butyl-3 , 4-dihydro- 
2H-1, 4-benzoxazine-6-carboxylate (0,33 g) was added NMP (7 
mL) , followed by copper cyanide (0.18 g) • The mixture was then 
5 heated to 175 ^'C and stirred overnight. The resulting mixture 
was cooled to room temperature and poured into 1 N 
hydrochloric acid. The acidic aqueous layer was extracted with 
ethyl acetate, washed with 1 N hydrochloric acid (15 mL) , 
saturated sodixam bicarbonate (15 mL) , and brine, dried 
10 (magnesium sulfate) , filtered, and concentrated under reduced 
pressure. Purification by flash column chromatography 

'(silica, 1:9 ethyl acetate /hexanes) provided 184 mg of the 
title coit5)ound: NMR (300 MHz, CDCI3) 5,7.55, 7.43, 4.41, 

3.89, 3.39, 3.31, 1.58, 1.40, 0.97. 

15 

Step 6 : 4-Butyl-8-cyano-3 , 4-dihydro-2H-l, 4-benzoxazine-6- 

carboxylic acid 



CsN 




COOH 



To a stirred solution of Methyl 4-butyl-8-cyano-3 , 4- 
20 dihydro-2H-l, 4-benzoxazine-6-carboxylate (184 mg) in methanol 
(3 mL) was added potassium hydroxide (7 mL of a 1.0 M solution 
in water) . The mixture was stirred at room temperature 
overnight then concentrated under reduced pressure. The 
residue was diluted with water and washed with ethyl acetate. 
25 The aqueous layer was acidified to pH 4 with 1 N hydrochloric 
acid and extracted with chloroform (4 x 100 mL) . The combined 
organic extracts were dried (sodiiom sulfate) , filtered, and 
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concentrated under reduced pressure to give 154 mg of the 
title compound: NMR (300 MHz, CDCI3) 5.7.62, 7.46, 4.44, 

3.41, 3.33, 1.60, 1.41, 0.98. 

5 Step 7: 4-Butyl-8-cyano-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2-hydroxypropyl} - 3 , 4-dihydro-2H-l , A- 
benzoxazine- 6 - carboxamide 

N 




F 



A solution of 4-Butyl-8-cyano-3,4-dihydro-2H-l,4- 
10 benzoxazine-6-carboxylic acid (129 mg) , HBTU (284 ing) > and 
diisopropylethylamine (0.26 niL) was stirred in methylene 
chloride (6 mL) for 15 min. A solution of (2R, 3S) -3-ainino-4- 
(3, 5-difluorophenyl) -1- [ (3-ethylbenzyl ) amino ]butan-2-ol (204 
mg) in methylene chloride (4 mL) was added and the reaction 
15 mixture was stirred overnight. The mixture was diluted with 
methylene chloride, washed with 1 N hydrochloric acid (15 mL) , 
saturated sodixam bicarbonate (15 mL) , and brine, dried 
(magnesium sulfate) , filtered, and concentrated under reduced 
pressure. Purification by flash column chromatography 

20 (silica, 1:9 methanol/chloroform) provided 20 mg of the title 
compound: ESI MS m/z 577 [M + H]"^. 

EXAMPLE SP-222 

4-Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
25 ethylbenzyl ) amino] -2-hydroxypropyl } -1- (methylsulf onyl) - 
1,2,3, 4-tetrahydroquinoxaline-6-carboxamide 

Step 1: Methyl 4-nitro-3- 

{ [ ( trif luoromethyl ) sulf onyl] oxy}benzoate 
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To an ice-cold, stirred solution of methyl 3-hydroxy-4- 
nitrobenzoate (1.5 g) and triethylaitiine (1.1 mL) in methylene 
chloride (15 mL) was added trifluorome thane sulfonic anhydride 
5 (1.4 mL) , and the reaction mixture was stirred for 30 min. 
The mixture was diluted with methylene chloride/ washed with 
saturated sodium bicarbonate, and brine, dried (magnesium 
sulfate) , filtered, and concentrated under reduced pressure 
provided 2.4 g of the title compoxind: NMR (300 MHz, DMSO- 

10 de) 5.8.47, 8.27, 8.15, 3.99. 

Step 2: Methyl 3- (butylamino) -4-nitrobenzoate 




To a stirred solution of Pd2(dba)3 (139 mg) , BINAP (284 
15 mg) , and cesium carbonate (2.0 g) in toluene (50 mL) was added 
butylamine (0.45 mL) , and the reaction mixture was heated at 
80 °C for 15 min. A solution of methyl 4-nitro-3- 
{ [ ( trif luoromethyl) sulf onyl] oxy}benzoate (1.0 g) in toluene 
(15 mL) was added dropwise over 1 h. The mixture was cooled 
20 to room, temperature, filtered through diatomaceous earth, and 
concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 3:1 ethyl acetate/hexanes) 
provided 670 mg of the title compoxind as a yellow oil: ESI MS 
m/z 550 [M + H]". 

25 

Step 3: Methyl 4-amino-3- (butylamino)benzoate 
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A solution of methyl 3- (butylamino) -4-nitrobenzoate (1.1 
g) and 10% Pd/C (110 mg) in methanol (20 mL) was shaken \mder 
an atmosphere of hydrogen at 50 psi for 2 h. The mixture was 
filtered through diatomaceous earth, and concentrated under 
5 reduced pressure to provide 940 mg of the title compound: 

NMR (300 MHz, DMSO-de) 5. 7.13, 6.94, 6.52, 3.72, 3.02, 1.60, 
1.42, 0.93, 

Step 4 : Methyl 4-butyl-3-oxo-l ,2,3, 4-tetrahydroquinoxaline-6- 
10 carboxylate 



25 




To an ice-cold, stirred . solution of methyl 4-amino-3- 
(butylamino)benzoate (950 mg) and sodium bicarbonate (862 mg) 
in 1:1 isobutyl methyl ketone/water (20 mL) - -was added 

15 chloroacetyl chloride (0.41 mL) , and the mixture was stirred 
for 1 h. The mixture was warmed to room temperature and 
refluxed for 14 h. The mixture was cooled to room 
temperature, diluted with chloroform, and separated. The 
organic layer was , washed with water,., and. ..brine, dried 

20 (magnesium sulfate) , filtered, and concentrated xmder reduced 
pressure. Purification by flash column chromatography 
(silica, 1:1 ethyl acetate/hexanes) afforded 850 mg of the 
title compound: NMR (300 MHz, CDCI3) 5.7.89, 7.72, 6.80, 

3.97, 3.88, 3.30-3.25, 1.68-1.58, 1.47-1.35, 0.94-0.88. 



Step 5: Methyl 4-butyl-l,2,3,4-tetrahydroguinoxaline-6- 

carboxylate 

H 



y ° 
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To an ice-cold, stirred solution of methyl 4~butyl-3-oxo- 
1,2,3 , 4-tetrahydroquinoxaline-6-carboxylate ( 840 itig) in 
tetrahydrofuran (32 mL) was added borane dimethylsulf ide 
complex (3.2 inL, 2.0 M tetrahydrofuran) and the resulting 
iciixture was refluxed for 24 h. The mixture was cooled to room 
temperature, quenched with methanol, and the solvent was 
removed under reduced pressure. Purification by flash column 
chromatography (silica, 1:1 ethyl acetate /hexanes) provided 
364 mg of the title compound: NMR (300 MHz, CDCI3) 5.7.27, 

7.22, 6.41, 3,84, 3.47-3.45, 3.32-3.23, 1.60-1.58, 1.42-1.37, 
0.'99-0.94. 

Step 6 : Methyl^ ... 4-butyl-l- (methylsulf onyl ) -1 , 2 , 3 , 4- 

t etr ahydr oquinoxal ine- 6 - carboxyla te 



To an ice-cold, stirred solution of methyl 4-butyl- 
1,2,3, 4-tetrahydroguinoxaline-6-carboxylate (180 mg) and 
triethylamine (62 iih) in "methylene chloride (2 mL) was added 
methanesulf onyl chloride (101 iiL) and the "mixture was stirred 
for 1 h. The mixture was warmed to room temperature , diluted 
with methylene chloride, washed with washed with 1 N 
hydrochloric acid, and brine. The organic layer was then 
dried (magnesium sulfate) , filtered, and concentrated under 
reduced pressure. Purification by flash colxamn chromatography 
(silica, 1:3- ethyl acetate /hexanes) provided 150 mg of the 
title compoiind: NMR (300 MHz, CDCI3) 5.7.57, 7.41, 7.32, 

3.90, 3.84, 3.45, 3.38, 1.61, 1.41, 0.98. 

Step 7':' 4-Butyl-l-{methylsulfonyl)-l,2,3, 4- 

t etr ahydr oquinoxal ine - 6 - carboxy 1 i c acid 
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CXX 



COOH 



To a stirred solution of methyl 4-butyl-l- 
(methylsulf onyl) -1 / 2,3, 4-tetrahydroquinoxaline-6-carboxylate 
(144 mg) in methanol (1.3 mL) was added 1 M potassiiam 
5 hydroxide (13 mL) The mixture was stirred at room 

temperature for 48 h and concentrated under reduced pressure. 
The residue was diluted with water and washed with ethyl; 
acetate. The aqueous layer was acidified to pH 4 with 1 N 
hydrochloric acid and extracted with chloroform (4 x 100 mL) . 
10 The combined organic extracts were dried (sodium sulfate), 
filtered, and concentrated under reduced pressure to give 99 
mg • of the title compound: NMR (300 MHz,>CDCl3) 5.7.43, 

7.39, 7.24, 3.77, 3.39, 3.32, 1.56, 1.33, 0.90. 

15 Step 8: 4-Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] -2 -hydroxypropyl } -1- (methylsulf onyl ) - 
1,2,3, 4-tetrahydroquinoxaline-6-carboxamide 

o=s=o 

I 




NH ^ ^NH 



A solution of 4-butyl-l- (methylsulf onyl) -1,2, 3,4- 
20 tetrahydroquinoxaline-6-carboxylic acid (99 mg) , HATU (181 
mg) , HOBt (64 . mg) , and diisopropylethylamine (100 ^) was 
stirred in. methylene chloride (1.0 mL) for 15 min. A solution 
of (2R,3S)-3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 

ethylbenzyl)amino]butan-2-ol (129 mg) and 

25 diisopropylethylamine (100 >flL) in methylene chloride (1.0 mL) 
was added and the mixture was stirred overnight. The mixture 
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was diluted with methylene chloride, washed with 1 N 
hydrochloric acid (10 mL) , saturated sodium bicarbonate (10 
mL) , and brine. The organic layer was then dried (magnesium 
sulfate), filtered, and concentrated under reduced pressure. 
5-^ Purification by flash column chromatography (silica, 1:9 
methanol /chloroform) provided a clear solid. The solid was 
dissolved in methanol (1. mL) , and treated with hydrochloric 
acid (0.5 mL, 1.0 M diethyl ether). The resulting precipitate 
was collected by filtration to provide 90 mg of the title 
10 compound: ESI MS ml z 629 [M + H]*. 

EXAMPLE SP-223 

4-Butyl-N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
. . . .ethy Ibenzyl ) amino ] -2 -hydroxypr opy 1 } - 1 , 2 , 3 , 4 - 
15 tetrahydroquinoxaline-6-carboxamide hydrochloride 

Step 1: 1-Tert-butyl 6-methyl 4-butyl-3-oxo-3 , 4- 

dihydroquinoxaline-1, 6 (2H) -dicarboxylate 




20 To an ice-cold, stirred solution of methyl 4-butyl-3"-oxo- 

1,2,3, 4-tetfahydroquinoxaline-6-carboxylate (1.1 g) , and 
triethylamine (0.9 mL) in methylene chloride (10 mL) was added 
DMAP (51.3 mg) and di-fcert-butyl dicarbonate (1.4 g) , and the 
resulting mixture was stirred for 4 d. The mixture was 

25 diluted with methylene chloride, washed with water, and brine. 

- • The organic layer was then dried (magnesium sulfate) , 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 1:1 ethyl 
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acetate/hexanes) provided 440 mg of the title conpoiond: ESI 
MS miz 363 [M + H]*. 

Step 2: 1-Tert -butyl 6-inethyl 4-butyl-3 , 4-dihydroquinoxaline- 
i 1, 6 (2H)-dicarboxylate 



A solution of 1-tert -butyl S-methyl 4-butyl-3-oxo-3 , 4- 
dihydroquinoxaline-l,6(2H)-dicarboxylate (440 mg) and 9-BBN 
dimer (600 mg) in tetrahydrofuran (10 mL) was heated at 65 °C 



ethanolamine (0.15 mL) was added and the resulting solution 
was concentrated \mder reduced pressure. The residue was 
washed with hexanes, filtered, and the filtrate was 
concentrated under reduced pressure. Purification by flash 
15 column chromatography (silica, 1:9 ethyl acetate/hexanes) 
afforded 158 mg of the .title contpotmd: NMR (300 MHz, CDCI3) 
.5.7.50, 7.34, .7.28, 3.88, 3.77, 3.38-3.30, 1..65-1.51, 1.42- 
1.34, 0.99-0.94. 

20 Step 3: 1- (Tert-butoxycarbonyl) -4-butyl-l,2'3, 4- 

tetrahydroquinoxaline-6-carboxylic acid 



To a stirred solution of 1-tert-butyl 6-methyl 4-butyl- 
3,4-dihydroquinoxaline-l,6(2H)-dicarboxylate (158 mg) in 




LO 



for 10 h. 



The mixture was cooled to room temperature, 
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methanol (1.4 mL) was added 1 M potassiiam hydroxide (1.4 mL) , 
The mixtiire was stirred at 40 °C for 12 h and then concentrated 
xinder reduced pressvire. The residue was diluted with water 
and washed with ethyl acetate. The aqueous layer was 
acidified' to pH 4 with 1 N hydrochloric acid and extracted 
with chloroform {4 x 100 mL) . The combined organic extracts 
were dried (sodium sulfate) , filtered, and concentrated \jnder 
reduced pressure to give 120 mg of the title compound: NMR 
(300 MHz, CDCI3) 5.7.55, 7.40, 7.37, 3.79, 3.38, 3.34, 1.60, 
1.53, 1.39, 0.97. 

Step 4: 4-Butyl-N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

ethylbenzyl ) amino] -2-hydroxypropyl } -1 , 2 , 3 , 4- 
tetrahydroquinoxaline- 6-carboxamide hydrochloride 




F 

Ha 



A solution of 1^ (tert-butoxycarbonyl) -4-butyl-l,2, 3,4- 
tetrahydroquinoxaline-6-carboxylic acid (120 mg) , HBTU (204 
g) , and diisopropylethylamine (100 /JL) was stirred in 
methylene chloride (2.0 mL) for 15 min. A solution of 
(2R,3S)-3-amino-4-(3,5-difluorophenyl)-l-[ (3- 

ethylbenzyl)amino]butan-2-ol (146 nig) and 

diisopropylethylamine (100 ^L) in methylene chloride (2.0 mL) 
was added and the mixture was stirred overnight. The mixture 
was diluted with methylene chloride, washed with 1 N 
hydrochloric acid (10 mL) , sattirated sodium bicarbonate (10 
mL) , and brine. The organic layer was then dried (magnesium 
sulfate), filtered, and concentrated under reduced pressure. 
Purification by flash colximn chromatography (silica, 1:9 
methanol /chloroform) provided a clear solid. The solid was 
dissolved in methanol (1 mL) , and treated with hydrochloric 
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acid (0.5 mL, 1.0 M diethyl ether, 0.5 inmol) . The resulting 
precipitate was collected by filtration to provide 45 mg of 
the title compound: ESI MS ml z 551 [M + H]*. 

5 EXAMPLE SP-224 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylben2yl) amino] -2- 
hydroxypropyl}-6- [ (methylsulfonyl) methyl] nicotinamide 

Step 1: Methyl 6- [ (acetyloxy)methyl] nicotinate 



To a solution of methyl 6-methylnicotinate (6.05 g) in 
methylene chloride (100 mL) was added in-chloroperbenzoic acid 
(77%, 13.5 g). The reaction mixture was stirred at room 
teitrperature for 2 h and then diluted with chloroform (100 mL) . 

15 The mixture was washed successively with aqueous sodium 
sulfite, saturated sodium bicarbonate, and brine. The organic 
later was then dried (sodium sulfate) , filtered, and 
concentrated under reduced pressure to provide 6.21 g of 
methyl 6-methylnicotinate 1-oxide. A solution of methyl 6- 

20 methylnicotinate 1 -oxide (4,35 g) in acetic anhydride (50 mL) 
was heated at 120 °C for 2 h and then concentrated under 
reduced pressure. Purification by flash column chromatography 
(silica gel, 1:2 to 3:5 ethyl acetate /hexanes) provided 3,3 g 
of the title corr5)0\ind: NMR (300 MHz, CDCI3) 5 9.18, 8.31, 

25 7.44, 5.29, 3.96, 2.19. 

Step 3: 6- [ (Methylsulfonyl) methyl] nicotinic acid 



O 



10 




o 
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To a solution of methyl 6- [ (acetyl oxy) methyl ]nicotinate 
(3.0 g) in dry methanol (100 mL) was added potassiiim carbonate 
(4.56 g) , The mixture was stirred at room teitrperature for 2 h 
and then diluted with methylene chloride (200 mL) and water 
(200 mL) • The organic layer was washed with brine, dried 
(sodium sulfate), filtered, and concentrated under reduced 
pressure to provide 1.70 g of the alcohol, - This material was 
used without further purification. To an ice-cold solution of 
methyl 6- (hydroxymethyl)nicotinate (1.6 g) in methylene 
chloride (40 mL) was added diisopropylethylamine (1.5 g) 
followed by me thane sulfonyl chloride (1.21 g) . The mixture 
was stirred at room temperature for 1 h and then diluted with 
methylene chloride (100 mL) . The mixture was washed 
successively with 0.5 N potassixam hydrogen sulfate, water, and 
brine. The organic layer "was- then dried (sodium sulfate), 
filtered, and concentrated under reduced pressure to provide 
mesylate 2.34' g. This mesylate was used without further 

purification. 

To a solution of methyl 6- 

{[ (me thylsulfonyl) oxy] methyl }nicotinate (2.34 g) in J\r,N- 
dimethylformamide (10 mL) was added sodium thiomethoxide (850 
mg) . The. mixture was stirred at 50 for 15 h. The mixture 
was diluted with ethyl acetate (100 mL) and washed 
sucQgssively with water, saturated sodiim bicarbonate, and 
brine. The organic layer was. then dried (sodium sulfate), 
filtered, aiid concentrated under reduced pressure to provide 
1.61 g of the methyl thioether. This material was used 
without further purification. To an ice-cold solution of 
methyl 6- [ (methylthio) methyl ]nicotinate (1. 61 g) in methanol 
(35 mL) was added a solution of oxone (7.52 g) in water (35 
mL) . The resulting slurry was stirred at room temperature for 
2 h.. The resulting mixture was diluted with water (50 mL) , 
and extracted with chloroform (3 x 100 mL) . The combined 
organic extracts were washed with brine, dried (sodixom 
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sulfate) , filtered, and concentrated under reduced pressure to 
provide 1.77 g of the methyl sulfone, which was used without 
further purification. 

To a stirred solution of methyl 6- 
5 [ (methylsulfonyl) methyl ]nicotinate (800 mg) in 1:1:1 
tetrahydrofuran/methanol /water (30 itiL) was added lithivim 
hydroxide (440 mg) . The mixture was stirred at room 
ten^erature for 1 h, and " concentrated iinder reduced pressure. 
The residue was partitioned between water (10 mL) and 

10 chloroform (10 mL) . The aqueous layer was acidified to pH 4 
with 1 N hydrochloric acid and extracted with 3:1 
chloroform/2 -propanol (3 x 30 mL) . The combined organic 
layers were dried (sodium sulfate) , filtered, and concentrated 
.under reduced pressure to provide 700 mg of the title 

15 compdtind: NMR (300 MHz, CD3OD) 5.9.07, 8.33, 7.65, 4.77, 

3.06. 

Step 4: N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thylbenzy 1 ) amino ] - 2 -hydr oxypropy 1 } - 6 - 
20 [ (methylsulfonyl) methyl] nicotinamide 




To a stirred solution of 6- 

- [ (methylsulfonyl) methyl] nicotinic . acid (181 mg) , 

diisopropylethylamine (116 mg) , and HBTU (341 mg) in methylene 

25 cliloride (5 mL) was added a mixture of (2R, 38) -3-aiiiino-4" (.3 , 5- 
difluorophenyl) -1- [ (3^ethylbenzyl) amino] butan-2-ol (326 mg) 
and W/W-diisopropylethylamine (233 mg) in methylene chloride 
(5 mL) . The mixture was stirred at room temperature for 15 h 
and concentrated under reduced pressure. The residue was 

30 diluted with ethyl acetate (50 mL) , washed with saturated 
sodiiam bicarbonate, and brine, dried (sodium sulfate) , 
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filtered. 



and 



concentrated 



\Hader 



reduced 



pressure. 



Purification by flash column chromatography (silica gel, 5:95 
to 10:90 methanol /methylene chloride) provided 165 mg of the 
title compound: ESI MS ml z 532 [M + H]*. 

EXAMPLE SP-225 

3-Butyl-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl ) -1-methyl -lH-indole-5 - 
carboxamide 

Step 1: Ethyl 4-hydrazinobenzoate hydrochloride 



To a 0 °C mixture of 4-ethylaminobenzoate (10,0 g) in 
water (56 mL) and concentrated hydrochloric acid (20 mL) was 
added portion wise a solution of sodium nitrite (4.25 g) in 
water (20 mL) . The mixture was stirred at 0 for 15 minutes 
at which time the mixture was poured into a solution of tin 
(11) chloride (50 gm) in water (34 mL) . The resulting mixture 
was removed from the ice bath and allowed to slowly come to 
room temperature over 1 h at which time the resulting solids 
were collected by filtration and washed with chilled 
concentrated hydrochloric acid (30 mL) followed by ether. The 
solids were dried under vacuum to give 13 g of the title 
compound: NMR (DMSO-d^) 5 1.29> 4.25, 7.03, 7.85, 9.0, 

9.06, 10.6. . 

Step 2: Ethyl 3-butyl-lH-indole-5-carboxylate • 



O 




H 



• HCI 
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To a mixture of ethyl 4-hydrazinobenzoate hydrochloride 
(10 gm) in ethanol: water (5:1 100 mL) was added hexanal (4.62 
gm) . The mixture was refluxed at 100 °C for 3 h. The solvents 
were removed and toluene (100 mL) and p-toluene sulfonic acid 
(0.1 g) were added. The mixture was reflxixed at 120 for 18 
h, cooled to room temperature and concentrated imder reduced 
pressure. Column chromatography on silica gel (100 mL) using 
90:9:1 (hexanes: methylene chloride; ethyl acetate) as eluent 
to give 0.8 g of the title compound: NMR (CDCI3) 5 0.957, 

1.44, 1.72, 2.78, 4.40, 7.02, 7.34, 7.90, 8.13, 8.38. 

Step 3: Ethyl S-butyl-l-methyl-lH-indole-S-carboxylate 



To a mixture of ethyl 3-butyl-lH-indole-5-carboxylate 
(0.6 g) in methyisulf oxide (10 mL) was added potassium t- 
butoxide (0.29 g) and iodomethane (2.0 mL) . The mixture was 
stirred at 50 °C for 18 H, at which time the mixture was "pored 
into water (50 mL) . The solution was extracted with ethyl 
acetate and the organic extracts washed three times with 
brine, dried over anhydrous sodium sulfate and concentrated 
under reduced pressure. Column chromatography on silica gel 
(100 mL) using 5% ethyl acetate in hexanes as eluent to give 
0.294 g of the title conpound: NMR (CDCI3) 6 0.953, 1.44, 

1.69, 2.77, 3.76, 4.40, 6.87, 7.26, 7.91, 8.35. 

Step 4: 3-Butyl-l-methyl-lH-indole-5-carboxylic acid 




\ 



HOOC, 
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To a mixture of ethyl 3-butyl-l-inethyl-lH-indole-5- 
carboxylate {0.294 g) in methanol (20 mL) was added IN NaOH 
(10 mL) . The mixture was stirred at 50 **C for 18 h, cooled to 
room temperature and poured into IN HCl (50 mL) . The mixture 
5 was extracted with ethyl acetate and the ethyl acetate extract 
was dried over anhydrous sodium sulfate- and concentrated to 
dryness under reduced pressure to give 0.234 g (89%) of the 
title compound: NMR (CD3OD) 5 0.965, 1.42, 1.69, 2.76, 

3.77, 7.02, 7.35, 7.84, 8.29. 

0 ; 

Step 5 : 3-Butyl-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylben2yl) amino] -2-hydroxypropyl } -l-methyl-lH-indole^5- 
carboxamide 




15 To a mixture of. 3-Butyl-l-methyl-lH-indole-5-carboxylic 

acid (0.15 g) in methylene chloride (5 mL) and tetrahydrofuran 
(10 mL) was added 1, 1-carbonyldiimidazole (0.105 g) . The 
mixture was stirred at 40 .®C at which time (2R, 3S) "3-amino-4- 
(3, 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol (0.2 

20 g) in methylene chloride (5 mL) was added. The mixture was 
stirred at 40 °C for 18 h then poured into methylene chloride 
(50 mL) . The mixture was washed with water then brine, dried 
over anhydrous sodium sulfate and concentrated under reduced 
pressure. Coliamn chromatography on silica...gel (100 mL) using 

25 85:10:5 (methylene chloride: hexanes: methanol) as eluent to 
give 0.102 g of the title corapoimd: MS (ESI+) for C33H39F2N3O2 
m/z 547.9 (M+H)*. 

EXAMPLE SP-226 
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3-Butyl-N-{ {IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydr o:?ypr opy 1 } - IH- indole - 5 - carboxaitiide 

Step 1: 3-Butyl-lH-indole-5-carb03Qrlic acid 

HOOC 

5 " 

To a mixture of Ethyl 3-butyl-lH-indole-5-carboxylate, 

EXAMPLE SP-225, step2, (0.4 g) in methanol (15 mL) was added 
IN NaOH (5 mL) . The mixture was stirred at 50 for 18 h, 
cooled to room temperature and poured into IN HCl (50 mL) . 
10 The mixture was extracted with ethyl acetate. The ethyl 
acetate extract was dried over anhydrous sodi\am sulfate and 
concentrated to dryness under reduced pressure to .-give 0.145 g 
of the title compound: MS (ESI+) for C13H15N1O2 m/z 216.12 
(M+H)*. 



Step 2 : 3-Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl} -lH-indole-5-carboxamide 




20 To a mixture of 3~Butyl-lH-indole-5-carboxylic acid 

(0.145g) in methylene chloride (15 mL) was added trie thy 1 amine 
(0.Q68 g) , and HATU (0.255 g) . The mixture was stirred at 
room temperature for 15 minutes at which time (2R, 3S) -3-amino- 
4 - (3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-^ol 

25 (0.224 g) was added. The mixttire was stirred at room 
temperature for 72 h then poured into methylene chloride (50 
mL) / washed with water then saturated sodiiom bicarbonate, 
dried over anhydrous magnesium sulfate and concentrated \inder 
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vacuum. Column chromatography on silica gel (100 mL) using 5% 
methanol in methylene chloride with 0.15% HOAc as eluent to 
give 0.247 g of the title conpound: MS (ESI+) for C32H37F2N3O2 
m/z 534.3 (M+H)'". 

5 

EXAMPLE SP-227 

4-Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2--hydroxypropyl}-3 , 4-dihydro-2H-l, 4- 
benz oxaz ine ~ 5 - carboxamide 
10 . 

Step 1 : Methyl 4-butyl-3-oxo-3 , 4-dihydro-2H-l , 4-benzoxazine- 
6-carboxylate 




.0 



To an ice-cold, stirred solution of methyl 3-amino-4- 

15 hydroxybenzoate (3.0 g) and sodium bicarbonate (3.3 g) in 1:1 
"isobutyl methyl ketone/water (40 mL) was added chloroacetyl 
chloride (1.7 mL) , and the mixture was stirred for 1 h. The 
mixture was warmed to room temperature and refliixed for 14 h, 
cooled to room temperature, diluted with chloroform, and 

20 separated. The organic layer was washed with water, and 
brine, dried (magnesixam sulfate) , filtered, and concentrated 
• under reduced pressure. Purification by flash column 
chromatography (silica, 1:9 methanol /chloroform) afforded a 
phenoxazine 3.2 g as a white solid, which was used without 

25 further purification or characterization. To a solution of 
phenoxazine from step 1 (700 mg) and potassium carbonate (934 
mg) in methanol (8 mL) was added bromobutane (1.8 mL) , and the 
mixture was refluxed for 6 d, 'The mixture was cooled to room 
teitperature, concentrated under reduced pressure, and the 

30 residue was partitioned between ethyl acetate and water. The 
organic layer washed with brine, dried (magnesium sulfate). 
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filtered, and concentrated under reduced pressure to afforded 
800 ing of the title compound: NMR (300 MHz, CDCI3) 5.7.72- 

7,68, 7.02-6.99, 4,66, 4.00-3.92, 1.69-1.64, 1.46-1.38, 1.01- 
0.95- 

5 

Step 2: Methyl 4-butyl-'3 , 4-dihydro-2H-l, 4-benzoxazine-6- 

carbo3cylate 




10 A solution of methyl 4-butyl-3-oxo-3 , 4-dihydro-2H-l, 4- 

benzoxazine"'6-carboxylate (.800 mg) and 9-BBN (1.6 g) in 
tetrahydrofuran (13 mL) was refluxed for 1.5 h; The mixture 
was cooled to room temperature, ethanolamine (0.4 mL) was 
added, and the resulting solution was concentrated under 

15 reduced pressure. The residue was washed with hexanes, 
filtered, and the filtrate was concentrated under reduced 
pressure. Purification by flash column chromatography 

(silica, 25% ethyl acetate /hexanes) afforded 607 mg of the 
title compound: NMR (300 MHz, DMSO-de) 5.7.21, 7.16, 6.75, 

20 4.24-4.21, 3.78, 3.34-3.24, 1.55-1.47, 1.38-1.30, 0.95-0.90. 

Step 3 : 4-Butyl-3 , 4-dihydro-2H-l , 4-benzoxazine-6-carboxylic 
acid - 

25 To a stirred solution of methyl 4-butyl-3 , 4-dihydro-2H- 

l,4-benzoxazine-6^carboxylate (412 mg) in methanol (5 mL) was 
added 1 M potassium hydroxide (17 mL) . The mixture was 
stirred at room teitperature for 5 h and concentrated under 
reduced pressure. The residue was diluted with water and 
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washed with ethyl acetate. The aqueous layer was acidified to 
pH 4 with 1 N hydrochloric acid and extracted with chloroform 
(4 X 50 mL) • The combined organic extracts were dried (sodixam 
sulfate) , filtered, and concentrated under reduced pressure to 
5 provide 384 mg of the title corapotand: ESI MS ml z 236 [M + H]*, 

Step 4 : 4-Butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] -2-hydroxypropyl} -3 , 4-dihydro-2H-l, 4- 
benzoxazine- 6 -carboxamide 




A solution of 4-Butyl-3 , 4-dihydro-2H-l , 4-benzoxazine-6- 
carboxylic acid (43 mg) , HATU (104 mg) , HOBt (37 mg) , and 
diisopropylethylamine (47 QL) was stirred in methylene 
chloride (1.0 mL) for 15 min. A solution of {2R, 3S) -3-amino- 

15 4- (3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol 

dihydrochloride (62 mg) and diisopropylethylamine (47 DL) in 
methylene chloride (1. 0 mL) was added .and the reaction mixture 
was stirred overnight. The mixture was diluted with methylene 
chloride, washed with 1 N hydrochloric acid (15 mL) , saturated 

20 sodium bicarbonate (15 mL) , and brine, dried (magnesium 
sulfate), filtered, .and concentrated under reduced pressure. 
Purification by flash colxomn chromatography (silica, 1:9 
methanol/chloroform) provided 15 mg of the title compound: 
APCI MS m/z 552 [M + H]*. 

25 

EXAMPLE SP-228 

3-acetyl-l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -lH-indole-6-carboxamide 

30 Step 1. Methyl l-butyl-lH-indole-6-carboxylate 
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Methyl lH-indole-6-carboxylate (4.17g) was dissolved in 
DMSO (30 mL) , and potassium fcerfc-butoxide (2.93 g) was added. 
The ndxture was stirred for ten min at room temperature. 
5 lodobutane (3.0 mL) was added. The mixture was allowed to 
stir for three additional hours. The mixture was partitioned 
between ethyl acetate and water and brine, dried over sodium 
sulfate, filtered, and concentrated to give, methyl l-butyl-lH- 
indole-6-carboxylate (4.53 g) . MS (ESI+) for C14H17NO2+H1 m/z 
10 232.12 (M+H)\ 

Step 2. Methyl 3-acetyl-l-butyl-lH-indole-6-carboxylate 

Methyl l-butyl-lH-indole-e-carboxylate (4.53 g) was 
15 dissolved in dichl or ome thane (25ml) . The mixture was cooled 
to 0 °C. Diethyl aluminum chloride was added dropwise (29.5 
mL) and the mixture was allowed to stir at 0 ®C for 30 min. A 
solution of dichloromethane (25 mL) and acetyl chloride (2.1 
mL) was added dropwise, and the mixture was stirred for 2 h at 
20 0 °C. The mixture was then partitioned between 

dichloromethane, water, and brine, dried over sodium sulfate, 
filtered, and concentrated. The concentrate was 

chromatographed on silica gel using ethyl acetate/heptane 
(40/60) to give methyl 3-acetyl-l-butyl-lH-indole-6- 
25 carboxylate (3.38 g) . MS (ESI+) for C16H19N1O3+H1 m/z 274.14 
(M+H)*. 



Step 3. 3-acetyl-l-butyl-lH"indole--6-carboxylic acid 
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Methyl 3"acetyl-l-butyl-lH-indole-6-carboxylate (2 .00 g) 
was dissolved in methanol (lOOmL) . Sodium hydroxide (IN) was 
added until the mixture became slightly cloudy. Methanol was 
again added (20 mL) until the solution was clear. Sodium 
hydroxide was again added until the mixture was slightly 
cloudy. The mixture was allowed to stir at room temperature 
overnight. The solution was concentrated to half its original 
volume and hydrochloric acid (2N) was added ijintil the aqueous, 
layer indicated a pH. of about one. The mixture was extracted 
with dichloromethane and the organic layer was washed with 
brine, dried over sodium sulfate, filtered, and concentrated. 
The resulting material was chromatographed on silica gel using 
MeOH/heptane/dichloromethcine (4/20/76) to give 3-acetyl-l- 
butyl-lH-indole-6-carboxylic acid (1.60 g) . MS (ESI+) for 
C15H17N1O3+H1 m/z 260.13 (M+H)*. 

Step 4 .. 3-acetyl-l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2-hydroxypropyl}-lH-indole-6- 
carboxamide 




3-Acetyl-l-butyl-lH-indole-6-carboxylic acid (0.322 g) 
was dissolved in^ dichloromethane (15 mL). 1,1'- 
Carbonyldiimidazole was added (0.171 g) . The mixture was 
stirred for 2 h and then a mixture of (2R, 3S) -3-amino-4- (3 , 5- 
difluorophenyl) -1- [ (3-ethylbenzyl) amino]butan"2-ol (0 . 250 g) 
in dichloromethane (15 mL) was added. After stirring 
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overnight/ the inixture was partitioned between 
dichloromethane, water, and brine. The organic layer was 
dried over sodiiam sulfate, filtered, and concentrated. The 
residue was chromatographed on silica gel using MeOH/ 
5 dichloromethane (4/96) to give 3-acetyl-l-butyl-N-{ (IS, 2R) -1- 
(3,5 -di f luorobenzyl ) -3 - [ (3 -ethylbenzyl ) amino ] -2 - 
hydroxypropyl}-lH- indole- 6 -carboxaitiide (0.335 g) . MS {ESI+) 
for C34H39F2N3O3+H1 m/z 576.30 (M+H)*. 

10. EXAMPLE SP-229 

l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3^ropyl}-3- (trif luoroacetyl) -IH- 
indole-6-carboxamide • • 

15 Step 1. Butyl l-butyl-lH-indole-6-carboxylate- ---^^ 




l-Butyl-lH-indole-6-carboxylic acid (0.450 g) was 
dissolved in dimethyl sulfoxide (lOmL) . Potassium tert- 
butoxide (0.317 g) was added and the mixture was stirred for 
20 10 min at room temperature. lodobutane (0.33 mL) was added 
and the mixture was allowed to stir at room temperature for 6 
h. Water was then added and the mixture was partioned between 
ethyl acetate, water, and brine, and dried over magnesium 
sulfate, filtered, and., concentrated. Silica gel 

. 25 chromatography using heptane /dichloromethane (30/70) gave 
butyl l-butyl-lH-indole-6-carboxylate (0.429 g) . MS (ESI+) 
for C17H23NO2 + Hi m/z 274.20 (M+H)*. 

Step 2. . Butyl l-butyl-3- (trif luoroacetyl) -lH-indole-6- 
3 0 carboxylate 



-586- 



wo 03/040096 




PCT/US02/36072 



Boron tri fluoride-methyl sulfide complex (0,238 g) was 
dissolved in dichl or ome thane (10 mL) . The solution was cooled 
to -78 and a' solution of trif luoroacetic anhydride (0.384 g) 
5 in dichlorome thane (2 mL) was added. The mixture was stirred 
at -78 ®C for 10 min, at which time a solution of butyl 1- 
butyl-lH-indole-6-carboxylate (0.-250 g) in dichloromethane (3 
mL) was added. The mixture was allowed to stir at -78 °C for 
15 min and then allowed to warm to room temperature overnight. 

10 The mixture was then . poured into aqueous sodium bicarbonate 
and extracted with dichloromethane. The organic - layer was 
dried over sodium' sulfate, filtered, and concentrated and the 
resulting material was chromatographed on silica gel using 
ethyl acetate /heptane (20/80) to give butyl l-butyl-3- 

15 (trifluoroacetyl)-lH-indole-6-carboxylate (0.302 g) . MS 
(ESI+) for C19H22F3N1O3+H1 m/z 370.16 (M+H)''. 

Step 3 . l-butyl-3- (trif luoroacetyl) -lH-indole-6-carboxylic 
acid 



20 




Butyl l-butyl-3- (trif luoroacetyl) -lH-indole-6-carboxylate 
(0.277 g), LiOH*H20 (0.040 g) , THF (1.5 mL) , water (0.5 mL) , 
axid methanol (0.5 mL) were stirred overnight at room 
temperature. The solvents were then removed under reduced 
25 pressure and HCl (2N, 0.5mL) was added to the residue. The 
residue was extracted with ethyl acetate, dried over magnesium 
sulfate, filtered, and concentrated. Chromatography on silica 
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gel using methanol /dichlorome thane (6/94) gave . l-butyl-3- 
(trifluoroacetyD-lH-indole-e-carboxylic acid (0.166 g) . MS 
(ESI+) for C15H14F3N1O3+H1 m/z 314.10 (M+H)*. 

Step 4. i-butyl-N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

ethylbenzyl) amino] -2-h.ydroxypropyi}-3- (trifiuoroacetyl) -IH- 
indole-6-carboxamide 

6 




F 

l-Butyl-3- (trifiuoroacetyl) -lH-indole-6-carboxylic acid 
(0.141 g) was dissolved in dichloromethane (10 inL) . 1,1'- 
Carbonyldiimidazole (0.080 g) was added and the mixture was 
stirred at room temperature for 2 h. A solution of (2R,3S)-3- 
amino-4- (3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2- . 
ol (0.166 g) in dichlorome thane was added and the mixture was 
allowed to stir overnight at room temperature. The mixture 
was then partitioned between dichlorome thane and water, dried 
over sodium- sulfate, filtered, and concentrated. 
Chromatography on silica gel using methanol /ethyl 
-acetate/heptane /dichlorome thane (3/10/10/77 to 6/10/10/74) 
gave 1-butyl-N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 

ethylbenzyl) amino] -2-hydroxypropyl}-3- (trifiuoroacetyl) -IH- 
indole-6-carboxamide (0.155 g) . MS (ESI+) for C34H36F5N3O3+H1 
m/z 630.28 (M+H)*. 

EXAMPLE SP-230 

N- ( (iS,2R)-l- (3, 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl) cyclopropyl] amino}-2-hydroxOTropyl) -2- 
( dipropylamino ) isonicotinamide 
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2-(Dipropylamino)isonicotinic acid (0.206 g) was 
dissolved in dichloromethane (10 mL) . 1,1'- 
Carbonyldi imidazole was added (0,142 g) and the mixture was 
5 stirred for 2 h at room temperature, at which time (2R,3S)-3- 
amino-4- (3 , 5-dif luorophenyl) -1~{ [1- (3- 

ethynylphenyl ) cyclopropyl ] amino}butan-2-ol (0.284 g) in 
dichloromethane was added.. The mixture was allowed to stir 
overnight and then was partitioned between dichloromethane, 

10 water, and brine, dried over sodium sulfate, filtered, and 
concentrated under reduced pressure. The concentrate was 
chroma to graphed on silica gel using methanol /dichloromethane 
(4/96) to give N-( (IS, 2R) -1- (3, 5-difluorobenzyl) -3-{ [l-(3- 
ethynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -2 - 

15 (dipropylainino) isonicotinamide (0.268g). MS (ESI+) for 

C33H38F2N4O2+H1 m/z 561.30 (M+H)*. 

EXAMPLE SP-231 

1-butyl-N- ( (1S,2R) -1- (3, 5-difluorobenzyl)-3-{ [1- (3- 
20 ethynylphenyl) cyclopropyl] amino}"2-hydroxypropyl) -lH-indole-6- 
carboxamide 




F 

In the same maimer as for N- ( (IS, 2R) -1- (3 , 5- 
difluorobenzyl) -3-{ [1- (3 -ethynylphenyl) cyclopropyl] amino} -2- 
25 liydroxypropyl ) -2- (dipropyl amino) isonicotinamide, 1-butyl-lH- 
indole-6-carboxylic acid ( 0 . 119 g) gave 1-butyl-N- ( (IS, 2R) -1- 
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( 3 , 5 - di f luor obenzy 1 )-3-{[l-(3- 

ethynylphenyl ) cyclopropyl] amino} -2-hydro3^ropyl) -IH- indole- 6- 
carboxamide (0,076g). MS (ESI+) for C34H35F2N3O2+H1 m/z 556.28 
(M+H)*. 

5 

EXAMPLE SP-231 

3- (allylthio) -N- ( (IS, 2R) -1- (3, S-difluorobenzyl) -3-{ [1- (3- 
e thylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) benzamide 

10 Step 1. 3- (Allylthio) benzoic acid 

3-Thioben2oic acid (Aldrich, 4.3g, 28mmol). was dissolved in 
THF (lOOmL), cooled to 0°C, and treated with KO-tBu (6.3g, 
5 6ramol), followed by allyl bromide (2.4mL, 28mmol) . The 
solvent was removed from the reaction mixture and the residue 

15 was partitioned between 3M HCl and EtOAc. The organic layer 
was separated, dried (MgS04) and concentrated to give the title 
compo\ind (5.3g). (LRMS (M-H) m/z 193.2) 

Step 2 . 3- (allylthio) -N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
20 3-{ [1-" (3-ethylphenyl) cyclopropyl] amino}-2- 
hydroxypropyl ) benzamide 

3- (Allylthio) benzoic acid (717mg, 3.69ramol), (2R, 3R) -3-amino- 
4- (3, 5-difluorophenyl) -l-{ [1- (3- 

i25 ethylphenyl) cyclopropyl] amino }butan-2-ol (247mg, 0.685mmol), 
and HATU (Aldrich, ' 2.1g, 5.54mmol) were dissolved in 
dichloromethane (35mL), at ambient temperature, and treated 
with diisopropylethylamine (1.6mL, 9.225nimol). Upon 
completion, the reaction mixture was concentrated and 

30 cliromatographed (Si02, 2:1 to 1:1 Hexanes: EtOAc) to give the 
desired compound (650mg) . (LRMS (M+H) m/z =537.8) 

EXAMPLE SP-232 
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3- (allylsulf inyl) -N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl ) cyclopropyl ] aiaino } -2 -hydroxypropyl ) benzamide 

3- (allylthio) -N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3"{ [1- (3- 
5 ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) benzamide 

(325mg, 0.606mmol) was dissolved in CH2CI2 (lOmL) and AcOH 
(ImL)and treated with mCPBA {104mg, 0.606mmol). The reaction 
mixture was stirred for 2.5h, at which time ^tiore.mCPBA (20mg, 
O.llmmol) was added and stirring continued for 30 min. more. 
10 The organic layer was diluted with EtaO and washed with 15% 
sodixun thiosulfite solution. The organic was washed with 
• brine, then dried (MgS04) and concentra.ted to give an oil, 
which was chromatographed with 25% to .50%EtOAc in hexanes to 
give the title coiqpound. (LKMS (M+H) m/z 553.8) 

15 
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EXAMPLE SP-233 

3- (allylsulf onyl) -N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- {3- 
ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) benzamide 

5 3- (allylthio) -N- ( (IS, 2R) -1- (3 , 5-dif luorpbenzyl) -3-{ [1- (3- 

ethylphenyl) cyclopropyl] amino} "-2-hydroxypropyl) benzamide 
(245mg, 0.456mmol) was dissolved in MeOHrHaO (9:1, 6mL) and 
treated with oxone (561mg, 0.913mmol). When the reaction was 
complete, the mixture was concentrated to 0.5x voliraie and 
10 poured onto EtOAc. This was washed with a 15% sodium 
thiosulfite solution, dried (MgS04) and concentrated to give 
the title compotmd. (LRMS (M+H) m/z 569.8) . 

EXAMPLE SP-234 

15 { ( IS , 2R) -1- { 3 , 5 -dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino] -2 - 
hydroxypropyL}-2- (dipropyl amino) -6-methylisonicotinamide 

Step 1. 2-chloro-6-methylisonicotinonitrile 



20 



25 




COOH ^""'^ C=N 



Using the method .of Org. Prep. Proceed. Intern. (1982) 396, 2- 
chloro-6-methylisonicotinic acid (0.405 g, 2.36 ramol) was 
converted to 2-chloro-6^methylisonicotinonitrile (0.241 g) . 
Step 2. 2- (dipropylamino) -6-methylisonicotinonitrile 





CsN ^N^^^^CsN 



To 2-chloro-6--methylisonicotinonitrile (0.230 g, 1.51 
mmol) was added di-n-propylamine (5 mL) . The mixture was 
heated at 80 in a sealed, thiclc-walled glass vessel for 12 h 
and then at room temperature for 17 h. Excess di-n- 
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propylamine was removed under reduced pressure and the residue 
was partitioned between dichl or ome thane and aq. sodium 
bicarbonate. After drying over sodium sulfate and 

concentration, the residue was chroma tographed on silica gel 
5 using ethyl acetate-hexane (10/90) to give 0,14 g of 2-chloro- 
6-methylisonicotinonitrile and 0,059 g of 2- {dipropylaItlino)-6- 
methylisonicotinonitrile• Using the above conditions, 2- 
chloro-6-methylisonicotinonitrile (0.14 g) was converted to an 
additional 0.043 g of 2- (dipropylamino) -6- 

10 methylisonicotinonitrile. 

Step 3 . 2- (dipropyl amino) -6-methylisonicotinic acid 

hydrochloride 



25 





To 2- (dipropyl amino) -6-methylisonicotinonitrile (0.094 g, 
15 0.433 mmdl) was added 4N HCl (2 mL) and THF (1 mL) . The 
. ... mixture was. stirred at 100 ®C (THF allowed to distill off ) for 
12 h, - then the aqueous layer was removed xinder reduced 
pressure and using a toluene azeotrope to give 2- 
(dipropylamino) -6-methylisonicotinic acid hydrochloride, which 
20 ' was used without further purification in the next step. 

Step 4. N-{{lS,2R)-l-(3,5-difluorobenzyl)-3~[(3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (dipropylamino) -6- 
me thy 1 i s oni co t inami de 





OH 



HCI 

F 

To 2- (dipropylamino) -6-methylisonicotinic acid 

hydrochloride (approx. 0.4 mmol) in THF (3 mL) was added 
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triethylaitiine (0.17 mL) , followed by dichloromethane (2 mL) 
and then GDI (0.071 g, 0.44 mmol).. After stirring for 1 h, a 
mixture of (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl) amino ]butan-2-ol dihydrochloride (0.163 g, 0.400 
mmol), triethylamine (0.11 mL) , and dichloromethane (approx. 2 
mL) was added to the GDI mixture. The mixtiare was allowed to 
stir overnight, after which an additional 0.12 mL of 
triethylamine and 0.045 g of (2R, 3S) -3-amino-4- (3 , 5- 
dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol 
dihydrochloride was added. After stirring for several more 
hours, the mixture was partitioned between dichloromethane and 
aq. sodium bicarbonate. The organic layer was dried with 
sodium sulfate, concentrated, and the residue was 
chromatographed on silica gel using MeOH-dichloromethane 
(5/95) to give 0.04 g of the title compound. 

EXAMPLE SP-235 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydr oxypr opyl } -2 - ( dipropylamino ) - 6 -me thylpyr imidine-4 - 
carboxamide 

Step 1 . methyl 2- (dipropylamino ) -6-methylpyrimidine-"4- 

carboxylate 




A mixture of methyl 2-chloro-6-methylpyrimidine-4^ 
carboxylate (0.411 g, 2.20 mmol), di-n-propylamine (0.668 g, 
6.60.-mmol), triethylamine (0.267 g, 2.64 mmol), and THF (5 ml) 
was stirred at room temperatxire for 55 min and then at reflux 
for 1.3 h, at which time, is was cooled cuid partitioned between 
ethyl acetate and a mixture of brine and ag. sodixim 
bicarbonate. The organic layer was dried over magnesium 
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sulfate and concentrated and then chromatographed on silica 
gel using ethyl acetate-hexane (90/10) to give methyl 2- 
(dipropylaitiino) -6-inethylpyrimidine-4-carboxylate (0.457 g) as 
a pale yellow liquid. 

5 

Step 2 . 35137-ret-135 2- (dipropylamino) -6-inethylpyrimidine-4- 
carboxylic acid 

To methyl 2- (dipropylamino) -6-methylpyrimidine-4- 

10 carboxylate (0.450 g, 1.79 mmol). in MeOH (2 mL) , water (1 mL) , 
and THF (1 mL) was added lithium hydroxide monohydrate (0.113 
g, 2.68 mmol). The mixture was stirred at room t.eraperature 
for 1 h and then MeOH and THF were removed under reduced 
pressure. The pH of the residue, was adjusted to approximately 
15 5 and the resulting mixture was extracted with 
dichloromethane, dried over sodium, sulfate, and concentrated 
to give 2- (dipropylamino) -6-methylpyrimidine-4-carboxylic acid 
(0.351 g) as a yellow solid. 

20 Step 3 . N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

• e thy Ibenzy 1 ) amino ] - 2 -hydr oxypr opy 1 } - 2 - ( dipr opy 1 amino ) - 6 - 
methylpyrimidine-4 -carboxamide 




F 



To 2- (dipropylamino) -6-methylpyrimidine-4-carboxylic acid 
25 (0.101 g, 0.426 mmol) in THF (0.5 mL) was added 1,1'- 
carbonyldiimidazole (GDI) (0.076 g, 0.468 mmol). After 50 min 
the GDI mixt\ire was added to a mixture of (2R, 3S) -3-amino-4- 
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(3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl) ainino3butan-2-ol 
dihydrochloride (0.173 g, 0.425 mmol) and triethylamine (0.18 
itiL, 1.28 mmol) in THF (6 mL) and dichlorome thane (2 mL) . 
After stirring overnight, the solvents were removed under 
reduced pressure and the residue was partitioned between 
dichloromethane, aq. sodium bicarbonate, and ag. sodium 
bicarbonate-brine mixture. The organic layer was dried over 
sodium sulfate, concentrated, and the residue was 
chromatographed on silica gel using MeOH-dichloromethane 

(5/95) to give 0.199 g of the title compound as a solid. 

EXAMPLE SP-236 

3-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3^- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}imidazo [1, 2 -a] pyridine- 6- 
carbbxamide 

Step 1. 3-butylimidazo[l,2-a]pyridine-6-carboxylic acid 




COOH 



OH 

O 



To hexanal (1.02 g; 10.2 mmol) in 15 mL of isopropyl 
alcohol-water (4:1 v/v) was added CUCI2 (1.37 g, 10.2 mmol). 
The mixture was heated at 80 "^C for 2.5 h, then cooled. The 
solids were removed by filtration and the filtrate was added 
to 6-aminoriicotinic acid (1.35 g, 10 mmol). The mixtvire was 
stirred overnight at room temperature, then heated at reflux 
32 h. After cooling, the solvents were removed under reduced 
pressure and MeOH was added to the residue. The resulting 
solid was removed by filtration and the filtrate was 
concentrated to dryness. MeOH was again added, and the 
resulting solid removed by filtration. After concentration of 
the filtrate, the residue was chromatographed on silica gel 
using MeOH-dichloromethane (33/67) to give 0.26 g of 3- 
butylimidazo [1, 2-a]pyridine-6-carboxylic acid. 
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10 



15 



20 



3-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}iinidazo [1, 2-a]pyridine-6- 
carboxamide 

N.^-.^ N, 

,0H *' 





OH 

NH X MH 




Step 2. In the same manner as for N-{ (lS,2R)-i- (3, 5- 
difluorobenzyl) -3- [ (3-ethylbenzyl) amino] "•2-hydroxypropyl}-2- 
( dipr opy lamino ) - 6 -me thylpyr imidine- 4 - carboxamide { EXAMPLE . S - 
SP-235} , Step 3, 3-butylimidazo [1, 2-a]pyridine-6-carboxylic 
acid (0.16 g) was converted to 0.30 g of the title compound. 

EXAMPLE SP'-237 

2- [butyl (methyl) amino] -6-chloro-N-{ (IS, 2R) -1- (3 , 5- 
difluorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } isonicotinamide 



Step 1, 



methyl 2- [butyl (methyl ) amino] -6-chloroisonicotinate 
CI Ql* 





OCHo 



OCHo 



In the same manner as. for. --N-{ (1S/2R) -1- {3,.5- 
dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] - 2 -hydroxypropyl} -2- 
(dipropylamino) -6-methylisonicotinamide {EXAMPLE SP-234, Step 
2,) methyl 2 , 6-dichloroisonicotinate (1.0 g) was converted to 
methyl 2- [butyl (methyl) amino] -6-chloroisonicotinate (0 .87 g) . 



25 



Step 2. 2- [butyl (methyl) amino ] -6-chlorois6hicotinic acid 
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In the same manner as for N"-{ (1S,2R)-1- (3,5- 
di f luorobenzyl ) - 3 - [ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } - 2 - 
5 (dipropylamino) -6-methylpyrimidine-4-carboxamide {EXAMPLE S- 
2435}, Step 2 , methyl 2 - [butyl (methyl ) amino ] -6 - 
chloroisonicotinate (0.17 g) was converted to 2- 
[butyl(methyl) amino] -6-chloroisonicotinic acid (0.15 g) . 

10 Step 3 . 2- [butyl (methyl) amino] -6-chloro-N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl ) -3- [ ( 3-ethylbenzyl ) amino] -2- 
hydroxypropyl } isonicotinamide 




In the same manner as for N-{ (1S/2R) -1- (3, 5- 
15 di f luorobenzyl ) - 3 - [ ( 3 -e thylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 

(dipropylamino) -6-methylpyrimidine-4-carboxamide {EXAMPLE S- 
2435}, Step 3, . 2- [butyl (methyl) amino] -6-chloroisonicotinic 
acid (0.15 g) was converted to 0.13 g of the title compound. 

20 EXAMPLE SP-238 

2- [butyl (mettiyl ) amino] -6-cyano-N- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl} isonicotinamide " 

25 Step 1. methyl 2- [butyl (methyl) amino] -6-cyanoisonicotinate 
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• A flask containing methyl 2- [butyl (methyl) amino] -6- 
chloroisonicotinate (0.306 g, 1-19 ramol) , zinc cyanide (0.0839 
g, 0.714 mmol), Pd2caba3 (0.0218 g, 0.024 mmol) , dppf (0.0264 g, 
5 0.048 mmol), and zinc dust (0.0093 g, 0.143 g) was flushed 
with nitrogen. N-Methylpyrrolidinone (2 mL) was added. and the 
mixture was heated at 120 for 2 h, at which time it was 
cooled and partitioned between ethyl acetate and aq. ammonium 
hydroxide and brine. The organic layer was dried over 
10 magnesium sulfate and concentrated, followed by silica get 
chromatography using ethyl acetate -hexane (10/90) to give 
0.161 g of methyl 2- [butyl (methyl) amino] -6-cyanoisonicotinate. 

Step 2. 2- [butyl (metiayl) amino] -6-cyanoisonicotinic acid 

15 

ChN CsN 




OH 

O 



In the same manner as for N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 
(dipropyl amino) -6-methylpyrimidine-4-carboxamide {EXAMPLE S- 
20 2435}, Step 2 , methyl 2- [butyK methyl) amino] -6- 

cyanoisonicotinate (0.157 g) was converted to 2- 
[butyl (methyl) amino] -6-cyanoisonicotinic acid (0.151 g) . 

Step 3. 2-[butyl(methyl)amino]-6-cyano-N-{ (lS,2R)-l-(3,5- 

2 5 dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] -2 - 
hydroxypropyl } isonico tinamide 
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dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-2- 
(dipropylaitdno) -6-methylpyrimidine-4-carboxamide {EXAMPLE 
5 2435}, Step 3, 2- [butyl (methyl) amino] -6-cyanoisonicotinic acid 
(0.135 g) was converted to tlie title compoiind (0.223 g) . 

EXAMPLE SP-239 ... 
. 2-cyano-N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
10 ethylbenzyDamino] -2-]lydroxypropyl}-6- 
[methyl (propyl ) amino] isonicptinamide 




In tlae same manner as for N-{ (IS, 2R) -1- (3 , 5- 
15 dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-2- 

(dipropyl amino) -6-inethylpyrimidine-4-carboxamide {EXAMPLE S- 
2435}, Step 3, 2-cyano-6- [methyl (propyl) amino] isonicotinic 
acid (0.13 g) gave 0.23 g of the title compound. 

20 EXAMPLE SP-240 

Reaction scheme for the preparation of l-butyl-N-{ (IS, 2R) -1- 
(3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } -1,2, 3 ,"4-tetrahydroquinoline-7-carboxamide 
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l-butyl-N-{ (IS, 2R) -1- (3 , 5~dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hycaroxypropyl}-l, 2, 3, 4- 
5 tetrahydroquinoline-7 -carboxamide 

Step 1: To an ice-cold, stirred solution of quinolin-7-ol (1.0 
g, 6.9 mmol) and triethylamine (1.0 mL, 7.6 mmol) in methylene 
^.chloride. (14 mL) was added trifluoromethane sulfonic anhydride 

10 (1.3 mL, 7.6 mmol), and . the mixtxire was stirred for 30 min. 
The mixture was diluted with methylene chloride, washed with 
saturated sodium bicarbonate, and brine, dried (magnesium 
sulfate) , filtered, and concentrated under reduced pressure 
provided quinolin-7-yl trif luoroacetate (1.5 g) : ESI MS m/z 

15 278 [M + H]*. 

Step 2: To a stirred solution of quinolin-7-yl 
trif luoroacetate (750 mg, 2.7 mmol), PdCl2(Ph3P) (95 mg, 0.14 
mmol), and triethylamine (1.2 mL, 8.4 mmol) in 1;2 DMF/MeOH 

"601- 



wo 03/040096 




PCTAJS02/36072 



(39 mL) was degassed and sparged with CO, and the mixture was 
heated at 60 °C for 48 h. The mixture was cooled to room 
temperature, filtered through diatomaceous earth, and 
concentrated under reduced pressure. The residue was diluted 
5 with a 5% solution of LiCl, and washed with CHCI3 (3 x 250 mL) . 
The combined organics were dried (Na2S04) , filtered, and 
concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 3:1 ethyl acetate/hexanes) 
provided methyl quinoline-7~carboxylate (185 mg) : ESI MS ml z 
10 188 [M + H]*. 

Step 3: A solution of methyl guinoline-7-carboxylate (185 mg, 
1,0 mmol) and PtOa (20 mg) in methanol (10 mL) was shaken under 
an atmosphere of hydrogen for 2 h. The reaction mixture was 
- 15 filtered through diatomaceous earth, and concentrated under 
reduced pressure to provide methyl 1,2,3,4- 
tetrahydroquinoline-7-carboxylate (189 mg) : ESI MS miz 192 [M 
+ Hl\ 

20 Step 4: To a stirred solution of methyl 1,2,3,4- 
tetrahydroguinoline-7-carbbxylate (180 mg, 0.94 mmol) and 
cesiiion bicarbonate (1.5 g, 4.7 mmol) in THF (2 mL) was added 
n-butyl bromide (1.0 mL, 9.4 mmol), and the reaction mixture 
was heated at reflux for 48 h. The reaction mixture was 

25 cooled to rpom temperature, and diluted with EtOAc. The ^ 
organic layer was washed with water, * and brine, dried 
(magnesi\im sulfate), filtered, and concentrated under reduced 
pressure. Purificatidh by :£'lash column chromatography 

(silica, 1:3 ethyl acetate/hexanes) afforded methyl l-butyl- 

30 1,2, 3,4-tetrahydroguinoline-7-carboxylate (156 mg) : ESI MS ml z 
248 [M + H]"-. 

Step 5: To a stirred solution of methyl l-butyl-1,2,3,4- 
tetrahydroquinoline-7-carb03^1ate (156 mg, 0.63 mmol) in 
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methanol (1.3 mL) was added potassium hydroxide (6.3 mL of a 1 
M solution in water, 6.3 mmol) . The reaction mixture was 
stirred at room temperature for 48 h and concentrated under 
reduced pressure. The residue was diluted with water and 
5 washed with ethyl acetate. The aqueous layer was acidified to 
pH 4 with 1 N hydrochloric acid and extracted with chloroform 
(4 X 100 mL) . The combined organic extracts were dried 
(sodium sulfate)/ filtered, and concentrated under reduced 
pressure. Purification by flash column chromatography 

10 (silica, 1:9 methanol/chlorof orm) afforded 1-butyl-l , 2 , 3 , 4- 
tetrahydroquinoline-7-carboxylic acid (139 mg) : ESI MS ml z 234 
[M + H]"*". 

Step 6: A solution of 1-butyl-l, 2 , 3 , 4-tetrahydroquinoline-7- 
15 carboxylic acid (134 mg, 0.57 rnmol), HBTU (327 mg, 0.86 mmol), 
and diisopropylethylamine (150 pXi, 0.86 mmol) was stirred in 
methylene chloride (3.0 mL) for 15 min. A solution of 
{2R,3S)-3-amino-4-(3,5~difluorophenyl)-l-[ (3- . 

ethylbenzyi)amino]butan-2-ol (EXAMPLE SP-272) (234 mg, 0.57 
20 mmol) and diisopropylethylamine (150 jiL, 0.86 mmol) in 
methylene chloride (3.0 mL) . was. added, and, the reaction mixture 
was stirred overnight. The reaction mixture, was diluted with 
methylene chloride, washed with 1 N hydrochloric acid (10 mL) , 
saturated sodium bicarbonate (10 mL), - and brine. The organic 
25 layer was then dried (ma:gnesi\im sulfate) , filtered, and 
concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 1:9 methanol/chlorof orm) 
provided l-butyl-N-{ (1S,2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 

e thy Ibenzyl ) amino ] -2 -hydroxyprbpyl } - 1 , 2 , 3 , 4- 
30 tetrahydroquinoline-7-carboxamide (130 mg) : ESI MS miz 550 [M 
+ H]* " 

EXAMPLE SP-241 
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N-{(lS,2R)-l-(3,5-dif luor obenzyl ) - 3 - [ ( 3 - e thylbenzy 1 ) amino ] - 2 - 
hydroxypropyl } -3-propyl-l / 2-benzisoxazole*5-carboxainide 

General Synthesis of Benzisoxazole 
5 Furan 1 was hydrogenated to afford amine 2. Diels^Alder 
reaction of amine 2 and l-hexen--3-one afforded ketone 3.,^ 
Ketone 3 was then treated with p-toluenesulfonic acid to 
afford diketone 4. Diketone 4 was rearomatized with boron 
tri fluoride to give phenol 5. Phenol 5 was then converted to 
10 oxime 6 with hydroxyl amine. Oxime 6 was cyclized with thionyl 
chloride to afford methyl ester 1? Methyl ester 7 was then 
saponified to acid 8, Coupling of acid 8 and amine 9 in the 
presence of HATU, provided benzoxazole 10. 

15 Reaction scheme 



-504- 




4 5 6 




N-{ (1S,2R)-1- (3,5-difluorobenzyl) -3-[ O-ethylbenzyDamino] -2- 
hydr oxypr opyl } - 3 -propyl -1,2 -benz is oxaz o 1 e - 5 - carboxamide 

5 Step 1: A mixture of methyl 5-nitro-2-furoate (13 g, 76 mmol) 
and 10% Pd/C (1.3 g) in ethanol (150 mL) was shaken iinder an 
atmosphere of hydrogen at 40 psi for 18 h. The reaction 
mixture was filtered through diatomaceous earth and 
concentrated under reduced pressure to afford a crude oil. 
10 Purification by flash column, chromatography (silica, 1:1 
hexanes/ethyl acetate) provided methyl 5 -amino-2 -furcate (5.6 
g): NMR (500 MHz, CDCI3) 57.11-7.10 (m, IH) , 5.31-5.29 (m, 
IH), 4.31 (br s, 2H), 3.84 (s, 3H) . 
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Step 2: A stirred solution of methyl 5-amino-2-f uroate (1.4 g, 
10 ramol) and l-hexen-3-one (7 mL, 60 mmol) in benzene (50 mL) 
was heated to reflux for 2 h, . The reaction mixture was 
concentrated \inder reduced pressure to afford, a crude oil. 
Purification by flash column ■ chromatography (silica, 2:1 
hexanes / ethyl acetate ) provided methyl 4 -amino- 5 -butyry 1 - 1 - 
hydroxycyclohexa-2 , 4-diene-l-carboxylate (1.25 g) : NMR (300 
MHz, CDCI3): 5 6.26-6.23 (m, IH) , 6.09-6.05 (m, IH) , 3.80 (s, 
3H), 3.02-2.96 (m, IH) , 2.89-2.84 (m, IH) , 2.42-2.37 (m, 2H) , 
1.64-1.57 (m, 2HJ, 0.96-0.88 (m, 3H) . 

Step 3: To a stirred solution of methyl 4-amino-5-butyryl-l- 
hydroxycyclohexa-2 , 4-diene-l-carboxylate (1.25 g, 5.2 mmol) in 
a 1:1 mixture of water /tetrahydrofuran (10 mL) was added p- 
toluenesulfonic acid monohydrate (1.1 g, 5.8 mmol). The 
reaction mixture was stirred for 18 h and then partitioned 
between dichloromethane and water. The organic layer was 
dried (sodium sulfate) , filtered, and concentrated under 
reduced pressure to afford methyl 5-butyryl-l-hydroxy-4- 
oxocyclohex-2-ene-l-carboxylate which was used without further 
purification or characterization. 

Step 4: To a stirred solution of methyl 5-butyryl-l-hydroxy-4- 
oxocyclohex-2-ene-l-carboxylate in benzene was added BF3-0{Et)2 
(1.3 mL, 10 mmol). The mixture was stirred for 0.25 h and 
then quenched with saturated sodium bicarbonate followed by 
extraction with dichloromethane. The organic layer was dried 
(sodium sulfate) , filtered, and concentrated under reduced 
pressure to afford methyl. 3-butyryl-4-hydroxybenzoate which 
was used without further purification or characterization. 

Step 5: A stirred solution of methyl 3-butyryl-4- 

hydroxybenzoate, pyridine (3.7 mL, 46 mmol), and hydroxylamine 
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hydrochloride (3.55 g, 51 ramol) in ethanol (30 mL) was heated 
reflux for 2 h. The mixture was concentrated under reduced 
pressure and partitioned between water and ethyl acetate. The 
organic layer was washed with 1 N hydrochloric acid, saturated 
5 sodium bicarbonate, dried (sodium sulfate) , filtered, and 
concentrated under reduced pressure to afford a crude oil. 
Purification by flash column chromatography (silica, 10:1 
hexanes/ ethyl acetate) provided methyl 4 -hydroxy- 3 - [ (IE) -N- 
hydroxybutanimidoyl]benzoate (170 mg) : NMR (500 MHz, CD3OD) : 
10 5 8.30-8.28 (m, IH) , 7.85-7.82 (m, IH) , 6.92-6.89 (m, IH) , 3.88 
(s, 3H), 2.87-2.84 (m, 2H) , 1.67-1.60 (m, 2H) , 1.05-1.00 (m, 
3H) . 

Step 6: To an ice-cold stirred solution of methyl 4-hydroxy-3- 
15 [ (lE)-N-iiydroxybutanimidoyl]ben2oate (170 mg, 0 .7. inmol) in 
diethyl ether (5 mL) was added a mixture of thionyl chloride 
(60 fxL, 0.8 mmol) and pyridine (580 JIL, 7.2 mmol) in diethyl 
ether (5 mL) . After 2.5 h the mixture was poured over ice- 
water and acidified to pH = 1 with 1 N hydrochloric acid. The 
20 mixture was then partitioned between water and ethyl acetate. 
The organic .layer was washed with saturated sodium 
' bicarbonate, dried (sodium sulfate) , filtered, and 
concentrated under reduced pressure to afford a crude oil. 
Purification by flash' coliimn chromatography (silica, 10:1 
25 hexanes/ethyl acetate) provided methyl 3-propyl-l, 2- 
benzisoxa20le-5-carboxylate (90 mg) : NMR (300 MHz, CDCI3) : 6 
8.36-8.35 (m, iH) , 8.07-8.04 (m, IH) , 7 .52-7 .49 (m, IH) , 3.95 
(s,. 3H), 2.96-2.91 (m, 2H) , 2.00-1.87 (m, 2H) , 1.09-1.04 (m, 
3H) . 

30 

Step 7: To a solution of methyl 3-propyl-l, 2-benzisoxazole-5- 
carbos^late (90 mg , 0.4 mmol ) in a 2:1:1 mixture of 
tetrahydrofuran, water, and methanol (4 mL) was added lithium 
hydroxide (50 mg, 1.2 ramol) and the resulting reaction mixture 
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Stirred at room temperature for 2.5 h. The reaction mixture 
was concentrated under reduced pressure, and partitioned 
between water and ethyl ether. The aqueous layer was washed 
twice with ether and acidified to pH 1 with 6 M hydrochloric 
acid. The resulting acpieous layer was extracted with ethyl 
acetate, dried (sodium sulfate), and concentrated under 
reduced pressure to afford 3-propyl-l, 2-benzisoxazole-5- 
carboxylic acid (73 mg) : NMR (300 MHz, CD3OD) : 5 8.28-8.27 
(m, IH), 8.09-8.06 (m, IH) , 7.64-7.61 (m, IH) , 2.99-2.94 (m, 
2H), 1.96-1.86 (m, 2H) , 1.08-1.02 (m, 3H) . 

Step 8: To a stirred solution of 3-propyl-l, 2-benzisoxazole-5- 
carboxylic acid (70 mg, 0.3 ramol) and HATU (130 . mg, 0.3 mmol) 
in methylene chloride (5 mL) was added N,N- 
diisopropylethylamine (110 jiL, 0,6 mmol). In a separate flask, 
W,J\r-diisopropylethylamine (110 JiL, 0.6 mmol) was added to 
(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl)aItlino]butan-2-ol (EXA xxx) (140 mg, 0.3 mmol) in 
methylene chloride (2 mL) . This solution was added to the 
above solution containing the acid and the resulting reaction 
mixture was stirred at room temperature for 18 h. The 
reaction mixture was partitioned between methylene chloride 
and water. The organic layer was washed with water, dried 
(sodium sulfate) , filtered, and concentrated under reduced 
pressure to afford a crude oil. Purification by flash column 
chromatography (silica, gradient 97:3 to 94:6 methylene 
chloride/methanol) provided N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl } -3-propyl-l, 2- 
benzisoxazole-5-carboxamide (30 mg) . ESI-MS m/z 522 [M + H]* 

EXAMPLE SP-242 

N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } isoquinoline-7 -carboxamide dihydrochloride 
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Step 1: A solution of 7-bromo-l-chloroisoquinoline (2.50 g, 
5 10.3 mmol) and activated zinc . (1.40 g, 21.65 mmol) in acetic, 
acid (20 mL) was heated at reflux for 2 h. . The reaction 
mixture wa;s cooled to room temperature and concentrated under 
reduced pressure. The resulting residue was partitioned 
between ethyl acetate and water. The organic layer was washed 
10 with saturated sodium chloride, dried (sodium sulfate) , 
filtered, and concentrated under reduced pressure to provide 
7-bromoisoquinoline (1.86 g) : ESI MS m/z 208 [M + H]*^. 

Step 2: A solution of 7-bromoisoquinoline (1.80 g, 8.65 mmol) 
15 and cuprous cyanide (1.16 . .g# 12.97 mmol) in W-methyl 
pyrrolidinone (17 mL) was heated to 200 °C for 2 h. The 
reaction mixture was cooled to room temperature and 
partitioned between ethyl acetate and water. The aqueous 
phase was back-extracted with additional ethyl acetate and the 
20 combined organic layers were . washed with saturated sodium 
chloride, dried (sodium sulfate), filtered, and concentrated 
tinder reduced pressure to yield 7-cyano-isoquinoline (770 mg) : 
NMR (300 MHz, CDCI3) 89.35 (s, IH) , 8.70 (d, J" = 5 Hz, IH) , 
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8.40 (s, IH), 7.95 (d, J=8 .Hz, IH) , 7,84 (d, J = 8 Hz, IH) , 
7.73 (d, J = 5 Hz, IH); ESI MS m/z 155 [M + H]"". 

Step 3: A solution of 7-cyanoisoquinoline (770 mg, 5.0 mmol) 
5 in concentrated hydrochloric acid (25 mL) was heated in, a 
sealed txabe to 150 for 18, h. The reaction mixture was 
cooled to room temperature and concentrated under reduced 
pressure. The residue was dissolved in water (10 mL) and 
neutralized to pH 7.0 with concentrated ammonium hydroxide. 
10 The solution was vacuum filtered and the filtrate concentrated 
under reduced pressure to provide isoquinoline-7-carboxylic 
acid (640 mg) : ESI MS m/z 174 [M + H]\ 

Step 4: To a stirred solution of isoquinoline-7-carboxylic 
15 acid (200 mg, 1.15 mmol) and I^, JNT-diisopropyl ethylamine (1.20 
mL, 6.88 mmol) in methylene chloride (14.0 mL) was added HBTU 

(438 mg, 1.15 mmol) and the reaction stirred for 0.5 h. 

(2R, 3S) -3-Amino-4-(3, 5-difluorophenyl) ~l-[ (3- 

ethylbenzyl) amino ]butan-2 -61 (470 mg, 1.15 mmol) was added in 
20 one portion and the reaction mixture was stirred under 
nitrogen for 18 h. The reaction mixture was then diluted with 
additional methylene chloride and washed with saturated sodi\im 
bicarbonate, saturated sodium chloride, dried (sodium 
sulfate), filtered, and concentrated under reduced pressure. 
25 Purification by flash, column chromatography (silica, 0-5% 
methanol /methylene chloride) gave N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 

hydroxypropyl}isoguinoline-7-carboxamide (100 mg) which was 
characterized as its bis-HCl salt: itrp 142-143 "^C; ESI MS m/z 
30 490 [M + H]* 

EXAMPLE SP-243 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-!- (propylamino) isoquinoline-7-carboxamide 
dihydr o chl o r i de 




1. PrNH2.70^C.99% 

2. jec-BuLi, -78 

3. C02(s).77% 




'CO2H 




5 P 

Step 1: A solution of 7-bromo-l-chloroisoguinoline in 
propylamine (15.0 mL) was heated at 70 in a sealed tube 
overnight. The reaction mixture was concentrated under 
10 reduced pressure, then dissolved in chloroform and washed with 
saturated sodium bicarbonate, saturated sodium chloride, dried 
(sodium sulfate) , filtered, and concentrated \inder reduced 
pressure to yield 7-bromo-2- (i\r-propylamino) isoquinoline (820 
mg) : ESI MS m/z 266 [M + H]*. 

15 

Step 2: A solution of 7-bromo-2- (W-propylamino) isoquinoline 
(200 mg, 0.754 mmol) in anhydrous diethyl ether (1.0 mL) was 
cooled to -65 °C. To this solution sec-butyllithium was added 
dropwise (1.30 mL of a 1.3 M solution in cyclohexane, 1.69 
20 mmol) and the reaction mixture stirred at -60 °C for .10 min. 
The reaction mixture was quenched by addition of pulverized 
dry ice (CO2) and the reaction allowed to slowly warm to room 
temperature over 1 h. The resulting solution was acidified 
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with 1 N hydrochloric acid and the reaction mixture extracted 
with ethyl acetate (3 x 15 mL) . The combined organic phase 
was washed with water, dried (sodiiom sulfate), filtered, and 
concentrated xinder reduced pressure to yield a brown solid. 
5 Purification by flash column chromatography {silica, 
66 : 20 : 10 : 4 ethyl acetate/chloroform/methanol /concentrated 
ammonium hydroxide) gave 1- (propylamine) isoquinoline-7- 
carboxylic acid (133 mg) : ESI MS m/z 231 [M + H]*. 

10 Step 3: To a stirred solution of 1- (propylamino) isoquinoline- 
7-carboxylic acid (81 trig, 0.396 mmol) and JW^J^-diisopropyl 
ethylamine (3.75 ^iL , 2.16 mmol ) in methylene chloride ( 5 . 0 . mL) 
was added HBTU (152 mg, . 0 . 396. mmol) and the reaction stirred 
for 0.5 h. (2R, 3S) -3-Amino-4- (3, 5-dif luorophenyl) -1- [ (3- 

15 ethylbenzyl) amino ]butan-2-ol (150 mg, . 0.36 mmol) was added in 
one portion and the reaction mixture was stirred under 
nitrogen for 18 h. The reaction mixture was then diluted with 
additional methylene chloride and washed with saturated sodium 
bicarbonate, saturated sodium chloride, dried (sodium 

20 sulfate), filtered, and concentrated xinder reduced pressure. 
Purification by flash column chromatography (silica, 0-5% 
methanol /methylene chloride) gave N-{ {1S,2R) -1- (3,5- 
difluorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-l- 
(propylamino)isoquinoline-7-carboxamide (67 mg) which was 

25 characterized as its bis-HCl salt: rap 262 ""C dec; ESI MS m/z 
547 [M + H]* 

EXAMPLE SP-244 .... 
N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
3 0 hydroxypropyl } -1- ( dipropylamino ) isoquinoline-7 -carboxamide 



-612- 




F 



Step 1: A solution of 7-bronioisoguinolin-l-ol (2.5 11.1 
mmol) and POCI3 (10.4 mL, 111 mmol) was stirred at 70 °C for 
5 2 .5 h. The reaction mixture was cooled to • room - teinperature, 
poured into ice water, and the solution was stirred overnight. 
The aqueous inixture was diluted with chloroform, washed with a 
saturated solution of NaHCOa, saturated NaCl, dried {MgS04)/ 
filtered, and concentrated tinder reduced pressure to afford 7- 
10 bromo-l-chloroisoguinoline (2.3 g) : NMR (300 MHz, DMSO-de) 5 
8.39-8.36 (m, 2H) , 8.09-8.02 (m, 2H) , 7.95 (d, J = 6 Hz, IH) . 

Step 2: A solution of 7-bromo-l-chloroisoguinoline from step 1 
(500 mg, 2.1 mmol) and dipropylamine (2.8 mL, 21 mmol) was 

15 heated at 150 ®C in a sealed tube for 2 d. The reaction 
mixture was cooled, and the solvent .was ...removed under reduced 
pressure to provide 7-bromo-N, N-dipropylisoquinolin-l-amine 
(400 mg) : NMR (300 MHz, DMSO-de) 6 8.55 (s, IH) , 7.90 (d, J" 
= 6 Hz, IH), 7.75-7.64 (m, 2H) , 6.87 (d, *7 = 6 Hz, IH) , 3.42 

20 (g, J = 7 Hz, 4H), 1.65 (g, . J = 7 Hz, . 4H) , 0.94 (t, J = 7 Hz,. 
6H) . 
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Step 3: A solution of 7-bromo-N,N-dipropylisoquinolin-l-ainine 
(350 mg, 1.1 mmol) and CuCN (204 mg, 2.2 mmol) in N,N- 
dimethylformamide (2 mL) was stirred at reflux for 24 h. The 
reaction mixture was cooled to room temperature, diluted with 
5 water, and extracted with ethyl acetate (3 x 50 mL) . The 
combined organics were washed with satxxrated sodium chloride, 
dried (magnesiiim sulfate) , filtered, and concentrated under 
reduced pressure to provide 1- (dipropylamiho) isoquinoline-7- 
carbonitrile (279 mg, which was used without any further 
10 characterization. 

Step 4: A solution of 1- (dipropylamino) isbquinoline-7- 
carbonitrile from step. :3. . .(279 mg, .1.1 mmql).. in fconcentrated 
hydrochloric acid . (4 mL). was heated at 150 °C in a sealed tube 

15 for 14 h. The reaction mixture was cooled to room 
temperature, the solvent was removed imder reduced pressure, 
and the residue was dissolved in a 25% ammonium 
hydroxide/water solution and stirred for 1 h. The solution 
was acidified to pH 4 with concentrated hydrochloric acid, and 

20 extracted with chloroform (3 x 50 mL) . The combined organics 
were dried (Na2S04) , filtered, and concentrated under reduced 
pressure to provide 1- (dipropylamino) isoguinoline-7-carboxylic 
acid (104 mg) : ESI MS m/z 273 [M + H]*. 

25 Step 5: To a stirred . solution of 1- 

(dipropylamino) isoquinoline-7-carboxylic acid (103 mg, 0.38 
iranol) , (2R, 3S) -3--Amino-4- (3 , 5-difluorophenyl) -1- [ (3- 

ethylbenzyl) amino ]butan-2-ol (154 mg, 0.38 mmol), HOBt (77 mg, 
0.57 mmol), and DIPEA (0.2 mL, 1.1 mmol) in methylene chloride 

30 (4 mL) was added HATU (216 mg, 0.57 mmol). The reaction 
mixture was stirred ovexmight and then partitioned between 
methylene chloride and 1 N hydrochloric acid. The organic 
layer was washed with saturated sodium bicarbonate, saturated 
sodium chloride, dried (sodium, sulfate), filtered, and 
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concentrated under reduced pressure. Purification by flash 
column chromatography (silica, 9:1 chloroform/methanol) gave 
N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2- 
hydroxypropyl)-l- (dipropylamino) isoguinoline-7-carboxainide 
(70 mg): rap: 142-151 "C; APCI MS ml z 589 [M + H]* 

EXAMPLE SP-244 

1- [butyl (methyl ) amino] -N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2-hydro3cypropyl}isoquinoline-7-carboxamide 




Step 1: A solution' of 7-bromo-l-chloroisoquinoline (750 mg, 
3.09 mmol) in W-methylbutylamine (7.0 mL) was heated at 65 °Q 
in a sealed tube for 18 h. The reaction mixture was 
concentrated \inder reduced pressure. The residue was diluted 
with chloroform and washed with saturated sodium bicarbonate, 
dried (sodivim sulfate), filtered, and concentrated under 
reduced pressure to yield a brown oil. Purification by flash 
column chromatography (silica, 3:1 hexanes/ diethyl ether) 
provided 7-bromo-N-butyl-N-methylisoqu.inolin-l-amine (730 mg) : 
ESI MS m/z 293 [M + H]*. 



Step 2: To a -60 °C solution of 7-bromo-N-butyl-N- 
methylisoquinolin-l-amine (230 mg, 0.78 mmol) in diethyl ether 
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was added sec-butyl lithium (1.00 itiL of a 1.3 M solution in 
cyclohexanes , 1.30 mmol) . The solution was stirred at -60 °C 
for 20 inin then excess dry ice {CO2) was added and the reaction 
mixture was allowed to warm to room temperature. The reaction 
mixture was then acidified with 1 N hydrochloric acid and 
..extracted with ethyl acetate. The aqueous phase was 
concentrated under reduced pressure to yield a yellow oil. 
Purification by flash column chromatography (silica/ 
50:30 : 15: 5 ethyl acetate/chlorof orm/methanol/ammoniuin 

hydroxide) provided 1- [butyl (methyl j amino] isoquinoline-7- 
carboxylic acid (90 mg) : ESI MS m/z 259 [M + H]*. 

Step 3: To a solution of 1- [butyl (methyl) amino] isoguinolirie-V - 
carboxylic acid (130 mg, 0.5 mmol) and. i^T/itf-- 
diisopropylethylamine (525 pi., 3.0 mmol) in methylene chloride 
(6.25 mL) was added HBTU (190 mg, 0.5 mmol) and the reaction 
mixture was stirred for 0.5 h. (2R, 3S) -3-Amino-4- (3 , 5- 

difluorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol (174 mg, 
0.42 itimol) wais added in one portion and the reaction mixture 
was stirred at room temperature 18 h. The reaction mixture 
was diluted with methylene chloride and washed with saturated 
sodium bicarbonate, and saturated sodium chloride, dried 
(sodium sulf ate) ,. filtered, and • concentrated under reduced 
pressure. Purification by flash chromatography (silica, 1-5% 
methanol in chloroform) gave 1- [butyl (methyl) amino] -N- 
{ (1S,2R) -1- (3, 5-difluoroben2yl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropy 1 } i soquinol ine- 7 - carboxami de 
(101 mg) : mp 120-121 ^C; ESI MS m/z 575 . [M + H]* 

EXAMPLE SP-244 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- • 
hydroxypropyl } -1- [methyl (propyl ) amino] isoquinoline-7- 
carboxamide 
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was prepared in a manner similar to that outlined above for 
1- [butyl (methyl) amino] -N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
[ ( 3-ethylbenzyl ) amino] -2hydroxypropyl } isoquinoline-7- 
carboxamide. ESI MS m/z 561 [M + H]* 
5 ' 
EXAMPLE SP-245 

l-butyl-N-{ (lS,2R)-l-(3,5-difluGrobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}isoquinoline-7-carboxamide 



10 




Step 1: ' To ' a refliixing solution of 7-bromo-l- 
chloroisoquinoline (4 • 85 g, 23.28 mmol) in diethyl ether (75 
mL) was added butylmagnesium chloride (17.8 mL; • 2v0- M ether, 

15 35.6 mmol) and the reaction maintained at reflux for 2 h. The 
. reaction mixture was cooled to room temperature, carefully 
diluted with an equal volxime of ethyl acetate, washed with 
saturated .sodium bicarbonate, water, and saturated sodiijm 
chloride, dried (sodium sulfate) / filtered, and concentrated 

20 under reduced pressure to give an brown oil. Purification by 
flash coliimn chromatography (silica, 1-10% ether/hexanes) gave 
. . the desired 7-bromo-l-butylisoquinoline (1.50 g) : ESI MS m/z 
264 [M + H]"". 

25 Step 2: To a -60 solution of 7-bromo-l-butylisoguinoline 

prepared in step 1 (940 mg, 3.55 mmol) in diethyl ether (15 
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mL) was added sec-butyl lithium (3.0 mL, 1.3 M cyclohexanes , 
3.90 mmol) to yield a dark green solution. The reaction 
mixture was stirred at -60 °C for an additional 15 minutes at 
which time carbon dioxide gas was bxibbled through the solution 
5 for 20 minutes with the aid of a gas dispersion tube. The 
resulting solution was then allowed to warm to room 
ternperature and concentrated \mder reduced pressure to yield a 
pink solid. The residue was partitioned between ethyl acetate 
and water and then acidified to pH 7 with 1 N hydrochloric 
10 ■ acid. The aqueous phase was extracted again with ethyl 
acetate and the combined organic phases were washed with 
saturated sodium chloride, dried (sodium sulfate) , filtered, 
and concentrated to yield l-butylisoquinoline-7-carboxylic 
acid (299 mg) . ESI MS m/z 230 [M + H]*.. 

15 

Step .3: To a solution of l-butylisoquinoline-7-carboxylic acid 
(79 mg, 0.26 mmol) and ly^, W-diisopropylethylamine (150 0.86 
mmol) in methylene chloride (1.8 raL) was added HBTU (100 mg, 
0,264 mmol). and the reaction mixture stirred for 0.5 h. To 

20 this was added a solution of (2R, 3S) -3-amino-4- (3 , 5- 
dif luorophenyl) -1- [ (3-ethylbenzyl) amino] butan-2-ol (107 mg, 
0.264 mmol) in methylene chloride (1.8 mL) containing N,N- 
aiisopropylethylamine (150 )IL, 0.86 mmol). The reaction 
mixture was then stirred at room temperature overnight. The 

25 reaction mixture was diluted with methylene chloride, washed 
with saturated sodium bicarbonate, and saturated sodiiim 
chloride. The organic layer was then dried (sodium sulfate), 
filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 93:7 

3 0 chlorof orm/methanol ) gave 1-butyl-N- { ( IS , 2R) -1- ( 3 , 5- 

dif luorobenzyl) -3- [ (3-ethylben2yl) amino] -2- 

hydroxypropyl)isoquinoline-7-carboxamide (103 mg) : rap 109-110 
°Ci ESI MS m/z 546 [M + H]*. 
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EXAMPLE SP-246 

l-butyl-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydro3cypropyl} -1 , 2,3,4- 
t e t r ahydr o i s oquino 1 ine - 7 - c arboxamide 




1. MeOH,catH2S04,98% 

2. Pt02,MeOH 

CO2H 3; B0C20. 6^ for t^'o stqps 
4. LiOH.61% 



QHh 



1. HBTU 



2. 4MHC1 
71% for 2 steps 




CO2H 




Step 1: A solution of l-butylisoguinoline-7-carboxylic acid 
(325 mg, 1.41 inmol) in methanol (25 itiL) containing 

10 concentrated sulfuric acid (800 was' refluxed overnight. 

The reaction mixture was then concentrated imder reduced 
pressure, diluted with methylene chloride, washed with water, 
and saturated sodium chloride. The organic layer was then 
dried (sodium sulfate) , filtered, and concentrated to yield 

15 methyl l-butylisoguinoline-7-carboxylate (350 mg) : ESI MS m/z 
244 [M + H]"*"; 



Step 2: To a solution* of methyl l-butylisoguinoline-7- 
carboxylate prepared in step 1 (350 mg, 1.44 mmol) in methanol 
20 (6.0 mlj) was added platinum(IV) oxide (35 mg) and the reaction 
mixtiire stirred under one atmosphere of hydrogen at room 
temperature overnight • The reaction mixture was concentrated 
under reduced pressure and redissolved in methylene chloride 
(15 mL) . To this solution was added di-tert -butyl dicarbonate 



-619- 



wo 03/040096 ^ ^ PCT/US02/36072 

(350 mg, 1.6 mmol) , triethylamine (500 |liL, 3.11 mmol), 4- 
dimethylaminopyridine (20 mg, 0.16 iimiol), and the reaction 
mixture stirred at room temperature for 4 h: The ' reaction 
mixture was then diluted with methylene chloride, washed with 
5 saturated sodium bicarbonate, water, and saturated sodium 
chloride. The organic layer was then dried (sodium sulfate), 
filtered, and concentrated under reduced pressure to yield a 
colorless oil. Purification by flash column chromatography 
(silica, 85:15 hexanes/ethyl acetate) yielded 2-tert-butyl 7- 
10 methyl l-butyl-3 , 4-dihydroisoquinoline-2 , 7 (IH) -dicarboxylate 
(347 mg)l: ESI MS m/z 248 [M + H]*. 

Step 3: To a solution of 2-tert-butyl 7-methyl l-butyl-3, 4- 
dihydroisoquinoline-2, 7 (IH) -dicarboxylate prepared in step 2 

15 (347 mg, 1,0 mmol) in 2:1:1 dioxane /methanol /water (6.6 mL) 
was added lithium hydroxide monohydrate (125 mg, 3.0 mmol) and 
the reaction mixture stirred 24 h at room temperature. . .Tlie 
reaction mixture was concentrated under reduced pressure and 
the solid residue partitioned between ethyl acetate and water. 

20 The aqueous phase was acidified with 1 N hydrochloric acid to 
pH 1 and extracted several times . . with 3:1 chlorof orm/2- 
propanol. The combined organic phases were washed with water 
and saturated sodium "chloride., dried (sodium sulfate) , 
filtered, and concentrated imder reduced pressure to provide 

25 2-(tert-butoxycarbonyl)-l-butyl-l,2,3,4- 

tetrahydroisoguinoline-7-carboxylic acid (205 mg) . ESI MS m/z 
332 [M - H]^. 

Step 4: To a solution of 2- (tert-butoxycarbonyl) -1-butyl- 
30 l,2,3,4-tetrahydroisoquinoline-7-carboxylic acid (205 mg, 0.61 
mmol) and JW, W-diisopropylethylamine (150 |liL, 0.86 mmol) in 
methylene chloride (4.0 mL) was added HBTU (233 mg, 0.61 mmol) 
and the reaction mixture stirred for 0.5 h. To this was added 
a solution of {2R, 3S) -3-amino-4- (3 , 5-difluorophenyl) -1- [ (3- 
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ethylbenzyl) amino] butan-2-ol (250 mg, 0-61 mmol) in methylene 
chloride (4.0 mL) containing W-di is opropyl ethyl amine (150 \JlL, 
0.86 mmol). The reaction mixture was then stirred at room 
temperature overnight. The reaction mixture was diluted with 
5 methylene chloride, . washed with saturated sodium bicarbonate, 
and saturated sodium chloride. The organic layer was then 
dried (sodium sulfate), filtered, and concentrated xinder 
reduced pressure. Purification by flash colTomn chromatography 
(silica, 95:5 chlorof orm/methanol) gave the desired amide 

10 product. The amide was then dissolved in dioxane (5.0 mL) to 
which was added hydrochloric acid (20 mL, 4.0 M dioxanes, 80 
mmol) and the reaction mixture stirred overnight. The 
reaction mixture was then concentrated to dryness and purified 
by flash coluirai chromatography (silica, 90:6:3:1 ethyl 

15 acetate/chloroform/methanol/ammonium hydroxide) to yield a 
colorless oil. The oil was partitioned between 3:1 

chlor9form/2-propanol, washed with water, and saturated sodixim 
chloride. The organic layer was then dried (sodixom sulfate) , 
filtered, and concentrated to yield a white solid. The solid 

20 was dried under high vacuum at 45 °C in the presence of P2O5 to 
yield 1 -butyl -N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ (3- 

ethylbenzy 1 ) amino ] - 2 -hydroxypropyl } -1 , 2 , 3 , 4 - 

tetrahydroisoquinoline-7-carboxaiaide (140 mg) characterized as 
a mixture -of diastereomers: rap 121-124 ^C; ESI MS m/z 550 [M + 
25 H]*. . 

EXAMPLE SP-247 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-3-{ t (2S) -2-ethylpyrrolidin-l-yll carbonyl}-5- 
30 methylbenzamide hydrochloride 
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Step 1: Di-tert-butyl--di carbonate (10.8 g, 49 mmol) was added 
to an ice-cold solution of R-pyrrolidinemethanol (5.0 g, 49 
5 lomol) and triethylamine (7.6 itiL, 55 mmol) in 125 mL of ^CH2Cl2 . 
The resultant solution was warmed to ambient temperature and 
stirred overnight. The reaction solution was then 

concentrated, diluted with EtOAc, washed 2X with 1 M KH2PO4 and 
2X with brine, dried over Na2S04f . filtered, and concentrated to 
10 afford tert-butyl (2R) -2- (hydroxymethyl) pyrrol idine-1 - 

carboxylate (9.9 g) • 

Step 2: Oxalyl chloride (9.0 mL, 100 mmol) was added to a 
solution of DMSO (10.5 mL, 150 mmol) in 80 xnL of CH2CI2 at -78 

is under a nitrogen atmosphere. The solution was stirred for 

20 min at -78 tert-butyl (2R) -2- (hydroxymethyl)pyrrolidine- 

1-carboxylate (9.9 g, 49 mmol) was added, and the resultant 
solution stirred at -78 for 20 min. Triethylamine (28 mL, 
200 mmol) was added to the reaction solution, the dry ice- 

2.0- acetone bath was removed, and the resultant solution was 
allowed to stir for two hours, slowly warming to ambient 
temperature. The reaction solution was quenched with brine, 
the phases were separated, and the organic phase was washed 
with 1 M KH2PO4 and saturated NaHCOa. The organic solution was 

25 then dried over Na2S04# filtered, and concentrated to an orange 
oil. This oil was then dissolved in heptane, filtered through 
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a plug of silica gel eluting with heptane, and the filtrate 
was concentrated to yield tert-butyl (2R) -2-fonitylpyrrolidine- 

1- carboxylate (7.87 g) . 

5 Step 3: n-Butyl lithixim (1.6 M in hexanes) (27 mL, 43 inmol) 
was added to ice-cold hexamethyldisilazane (9.2 mL, 44 nimol) 
under a nitrogen atmosphere. The solution was stirred for 10 
min and was then added to a suspension of 
methyl ( triphenylphosphonixim) bromide (15.5 g, 43 mmol ) in 100 
10 mL of THF at ambient teitperature . After stirring for 1 h, the 
mixture was cooled to -78 and a solution of tert-butyl (2R)- 

2- fonnylpyrrolidine-l-carboxylate (7.9 g, 40 mmol) in 50 mL of 
THF was added. The cold bath was removed and the mixture, 
stirred overnight at ambient tenperature. The reaction 

15 mixture was then quenched with saturated NH4CI, the phases were 
separated, and the organic phase was. washed with saturated 
NH4CI/ brine, dried over Na2S04, filtered, and concentrated to 
give an orange oil. The oil was purified on a Biotage 40M 
col\amn eluting with heptane to give tert-butyl (2R)-2- 

20 vinylpyrrolidine-l-carbo3Qrlate (5 . 0 g) . 

Step 4: To a suspension of palladium (II) hydroxide on 
activated carbon (20% by wt, 1,2 g) in 10 mL of ethanol was 
added. tert-butyl (2R) -2-vinylpyrrolidine-l-carboxylate (2.0 
25 g, 10 mmol) as a solution in 15 mL of ethanol and the mixture 
was placed xmder 12 psi of H2 on a parr hydrogenator overnight. 
The resultant mixture was then filtered and concentrated to 
give tert-butyl . (2S) -2-ethylpyrrolidine-l-carboxylate (1.5 
g). 

30 

Step 5: • To a solution of tert-butyl (2S) -2-ethylpyrrolidine- 
1-carboxylate (1.0 g, 5.0 mmol) in 10 mL of dioxane was added 
8 mL of 6N HCl and the resultant solution stirred overnight at 
ambient temperature. The reaction solution was then 
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concentrated, turned basic with solid KOH, and extracted with 
EtOAc. The combined organic extracts were dried over Na2S04, 
filtered and concentrated to give (2S) -2-ethylpyrrolidine 
hydrochloride (0.30 g ) . 

5 




Step. 6: A solution of 3- (methoxycarbonyl) -5-methylbenzoic 
acid (0.48 g, 2.5 mmol) , HATU (1.0 g, 2.6 iranol) , and HOAt 

10 (0.37 g, 2,7 mmol) in 10 . itiL of dry UMF was stirred for an 
hour over ice, under a nitrogen atmosphere prior to the 
addition of (2R, 3S) -3-'amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl) amino] butan-2-ol dihydrochloride (1.0 g, 2.5 mmol) 
and DIPEA (1.8 mL, 10 mmol). The solution- was stirred 

15 overnight at ambient temperature. The reaction solution was 
•then quenched with 1 M HCl, diluted with EtOAc, and the phases 
were separated. The organic phase was washed with 1 M HCl, 
the combined acid washings were back-extracted with EtOAc, and 
the organic phases combined. The combined organic phases were 

20 then washed with saturated NaHCOs/ brine and dried over Na2S04 
The mixture was filtered and concentrated to give the coupled 
product as an orange oil. This oil was dissolved -in 35 mL of 
MeOH and solid LiOirH20 (0.6 g, 14 mmol) was added with 2 mL of 
water. The mixture was stirred overnight at ambient 
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temperature. The solution was concentrated, diluted with 
water, neutralized with 1 M HCl, and concentrated. The 
resulting oily residue was purified on a Biotage 40S column 
eluting with 5% MeOH in CH2CI2 to give a colorless oil. This 
5 was dissolved in 10 mL of MeOH and 3 mL of 1 M HCl in ether 
was added. The solution was concentrated and the residue 
triturated with heptane to give 3-[ ({ (lS,2R)-l-(3,5- 
difluorobe^zyl) [ (3-ethylbenzyl) amino] -2- 

hydroxypropyl} amino) carbonyl] -5-methylbenzoic. acid 
10 hydrochloride (0.65 g). 

Step 7: To a solution of 3- [ { { (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3« [ (3-ethylbenzyl) amino] -2 -hydroxypropyl} amino) carbonyl] -5- 
methylbenzoic acid hydrochloride (0.50 g, 0.94 mmol) and di- 

15 tert-butyldicarbonate (0.20 g, 0.92 mmol) in 10 mL of methanol 
and iO mL of CH2CI2 was added triethylamine (0.40 mL, 2.9 
mmol) . . The solution was stirred for 2.5 hours at ambient 
teitperature, at which time it was concentrated, partitioned 
between EtOAc and 1 M KH2PO4,' and the phases were separated. 

20 The organic phase was washed with M KH2PO4, dried over Na2S04/ 
filtered,, concentrated, and triturated with heptane to give 3- 
( { [ ( IS , 2R) -3 - [ ( ter t-butoxycarbonyl ) ( 3 -ethylbenzyl ) amino ] -1- 
(3,5 -di f luor obenzy 1 ) - 2 -hydroxypropyl ] amino } carbonyl ) - 5 - 
methylbenzoic acid (0.50 g) . 

25 

Step 8: A solution of 3-({ t (lS,2R)-3-[ (tert-buto:^cart>onyl) (3- 
ethylbenzyl) amino] -1- (3, 5-dif luorobenzyl) -2- 

hydroxypropyl ] amino} carbonyl ) -5-methylbenzoic acid (0.30 g, 
0.50 mmol), HATU (0.19 g, 0.50 mmol) and HOAt (0.07 g, 0.51 
30 mmol) in 5 mL of dry DMF under a nitrogen atmosphere was 
stirred for 15 minutes. A solution of (2S) -2-ethylpyrrolidine 
hydrochloride (0.05 g, 0.50 mmol) and DIPEA (0.35 mL, 2.0 
mmol) in 5 mL of DMF was added. The solution was stirred 
overnight at ambient teittperature . It was then quenched with 1 
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M HCl, diluted with EtOAc, and the phases were separated. The 
organic phase was washed with 1 M HCl/ saturated NaHC03, dried 
over NaaSOA/ filtered, and concentrated to give an orange-brown 
oil. This oil was purified on a Biotage 4 OS column eluting 
5 with 200 niL of CH2CI2, then 3% MeOH in CH2CI2. The yellow oil 
obtained was dissolved in 4 mL of CH2CI2 and 4 mL of TFA was 
added. After stirring for two hours at ambient temperature 
the reaction solution was concentrated and the residue was 
purified by reverse phase prep hplc using a 1-inch Kromasil 

10 cl8 column to give the product as the formic acid salt. This 
was then converted to the HCl salt by the addition of 2 mL of 
1 M HCl in ether. Upon concentration and trituration with 
heptane N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-3-{ [ {2S) -2- • 

15 ethylpyrrolidin-l-yl ] carbonyl } -5-methylbenzamide hydrochloride 
was obtained (0.010 g) . MS m/z 579.0 [M + H] . 

EXAMPLE SP-248 
The following confounds, 
20 3-{ [ (2S) -2-butylpyrrolidin-l-yl] carbonyl} -N-{ (1S,2R) -1- 

(3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydro3Q^ropyl}-5-methylbenzamide, MS m/z 606.4 [M + H] ; 

N-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [( 3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-methyl-5-{ [ .(2S) -2- 
25 propylpyrrolidin-l-yl] carbonyl }benzamide formic acid salt, MS 
m/z 638. 6 [M + H] ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
"ethyiberizyl) amino] -2-hydroxypropyl}-3-{ [ (2R) -2- (2- 
methoxyethyI)pyrrolidin-l-yl] carbonyl} -5-methylbenzamide, MS 
30 m/z 608. 6 [M + H] ; and 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-{ [ (2S) -2- 
ethylpyrrolidin-l-yl ] carbonyl } -5-methylbenz amide 
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hydrochloride; were prepared in a manner siinilar to that 
outlined above for EXAMPLE SP-247. 

EXAMPLE SP-249 
5 The following compoiinds; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
isopropylbenzyl) amino] propyl} -3- { [ (2R) -2- 

(methoxymethyl ) pyrrolidin-l-yl] carbonyl } -5-methylbenzamide 
10 hydrochloride, MS m/z 608.3 [M + H] ; 

N-{ (ls/2R)-l-(3,5-difluorobenzyl)-3"[ (3- 
ethynylbenzyl ) amino] -2-hydroxypropyl } -3- { [ (2R) -2- 
(methoxymethyl ) pyrrolidin-l-yl] carbonyl } -5-methylbenzamide 
hydrochloride, MS m/z 590.3 [M + H] ; and 
15 N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 

ethylphenyl) cyclopropyl] amino}-2-hydroxypropyl) -3-{ t (2R) -2- 
(methoxymethyl ) pyrrol idin~l-yl] carbonyl} -5 --methylbenzamide 
hydrochloride, MS m/z 620.3 [M + H] ; were also prepared using 
the methods disclosed herein. 

20 

EXAMPLE SP-250 

Preparation of: N"[ (lS,2R)-3-{ [l-(3- 

bromophenyl ) cyclopropyl ] amino } -1- ( 3 , 5-di f luorobenzyl ) -2 - 
hydroxypropyl ] acetamide : 
25 . 

Step 1: A stirred solution of N-{ (IS) -2- (3 , 5-dif luorophenyl) - 
l-[(2S)-oxiran-2-yl] ethyl} acetamide (4.96 g) and 'l-(3- 
bromophenyl) eye lopropyl amine (8.6 g) in 60 mL of i-PrOH was 
heated to 75 ®C for 3 h. The cooled solution was evaporated 
3 0 and the residue re-dissolved in ethyl acetate (200 mL) . The 
organic layer was washed with 10 % aqueous HCl (25 mL x 2) . 
The aqueous - washings were extracted once with EtOAc (75 mL) 
and the combined organic layers washed with a saturated 
solution of NaCl (100 mL) . The organic layers were then dried 
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over NaaSOA and evaporated to yield a residue that was purified 
by column chromatography to give 5.0 g of tert-butyl (1S/2R)- 
3 - { [ 1-^ ( 3 -bromophenyl ) cyclopropyl ] amino } -1- ( 3 , 5 - 
dif luorobenzyl ) -2-hydroxypropylcarbamate . 

5 

Step 2: To a suspension of tert-butyl (IS, 2R) -3-{ [1- (3- 
bromophenyl ) cyclopropyl ] amino } -1- ( 3 , 5 -dif ludrobenzyl ) -2 - 
hydroxypropylcarbamate (1,3 g) in 5.0 mL of dichlorome thane 
was added 5.0 mL of trif luoroacetic acid at 23 °C. After 

10 stirring for 1 h, 10.0 mL of toluene was added and the 
solution evaporated. The resulting residue was re-dissolved 
in toluene and the solution evaporated. This procedure was 
repeated once more. , Aft gr... drying under high vacuxom for 2 h, 
the residue was suspended in dichloromethane (10.0 mL) and 

15 triethylamine (0.5 g) and acetylimidazole (0.3. g) were added. 
The solution was stirred for 4 h and concentrated under 
reduced pressure. The residue was purified by column 
chromatography to yield 0.90 g of the title compound. ES+ 
found (M+ir*):455. 

20 

EXAMPLE SP-251 

Preparation of N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 

{ [ 1- ( 3 • -methoxy-1 , 1 ' -biphenyl-3- 

yl ) cyclopropyl ] amino } propyl ) acetamide : 

25 

To a solution of N- [ (1S,2R) -3-{ [1- (3- 

bromophenyl) cyclopropyl ]aiaino}-l- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl] acetamide (0.030 g) in DMF (0.75 mL) was added 
3-methoxyphenylboronic acid (0.030 g) , CS2CO3 (0.085 g) and 
30 Pd(Ph3P)4. The mixture was heated for 12 h at 90 ^C. The 
cooled solution was diluted with EtOAc (15 mL) and washed with 
brine (10 mL x 2) . The organic layer was dried over Na2S04, 
filtered, and evaporated under reduced pressure. The 
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resulting residue was purified by column chromatography to 
give 0.010 g of the title coitpoiind. ES+ found {M+H*):481. 



EXAMPLE SP-251 

N- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- ( {1- [3 • - 

(hydroxymethyl ) -1 , 1 ' -biphenyl-3- 
yl]cyclopropyl}amino)propyl]acetamide, was prepared by the 
method of N- ( ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -2 -hydroxy-3 - { [ 1- 

( 3 • -methoxy- 1,1' -biphenyl -3 - 

yl)cyclopropyl]amino}propyl)acetamide step 1, using 3- 
(hydroxymethyl)phenylboronic acid (0.036 g) to give 0.008 g of 
the title compoxind. ES+ foxand (M+H*):481. 

EXAMPLE SP-2 52 A 

N-[ (lS,2R)-3-{ [l-(2'-acetyl-l,l•-biphenyl-3- 
yl ) cyclopropyl ] amino) -1- ( 3 , 5-dif luorobenzyl ) -2- 
hydroxypropyl]acetamide was prepared by the method of N- 
({lS,2R)-l-(3,5 - di f luorobenzyl ) - 2 -hydroxy- 3 - { [ 1 - ( 3 ' -me thoxy- 
1,1 '-biphenyl -3 -yl) cyclopropyl] amino} propyl) ace tamide step 1, 
using 2-acetylphenylboronic acid (0.032 g) to give 0.012 g of 
the title con^jovmd. ES+ found (M+H*):493. 

EXAMPLE SP-252B 

N- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- ( {1- [3- (5-fonnylthien-2- 
yl ) phenyl ] cyclopropyl } amino ) -2 -hydroxypropyl ] ace tamide was 
prepared by the method of N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3-{ [1- (3 ' -methoxy-1, 1 ' -biphenyl-3- 

yl) cyclopropyl] amino }propyl)acetamide step 1, using 5- 
fonrrylthien-2-ylboronic acid (0.030 g) to give 0.005 g of the 
title conpoxand. ES+ found (M+H*):484. 

EXAMPLES 2453A to 2453D 

EXAMPLE SP-253A 
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N^-{ (lS,2R)-l-(cyclopentylmethyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl}-5-methyl-N^ ,N^- 
dipropylisophthalaInide hydrochloride ; 

5 EXAMPLE SP-253B 

N^- [ (IS, 2R) -3- [ (S-bromobenzyl) aitiino] -1- 
( cyclopentylmethyl ) -2 -hydroxypropyl ] -S-methyl-N' , N^- 
dipropyli soph thai amide hydrochloride ; 

10 EXAMPLE SP-253C 

N^-{ (IS, 2R) -1- (cyclohexylmethyl) -3- [ (3-ethylben2yl) amino] 
2 -hydroxypropyl } -5-methyl-N^ , N^-dipropylisophthalamide 
-hydrochloride; 

15 EXAMPLE SP-253D 

N^- [ (IS, 2R) -3- [ (3-bromobenzyl) amino] -1- (cyclohexylmethyl) 
2 -hydroxypropyl] -5-methyl-N^ , N^-dipropyli soph thai amide 
hydrochloride; 

20 EXAMPLE SP-254A 
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N^-{ (lS,2R)-l-{cyclopentylmethyl)-3-[ (3-ethylbenzyl)aInino]-2- 
hydroxypropyl } -5-methyl-N^ , N^-dipropylisophthalamide 
hydrochloride (EXAMPLE SP-254) and . N^- [ (IS, 2R) -3- [ (3- 
5 bromobenzyl ) aiaino ] - 1 - ( cyclopentylmethyl ) -2 -hydroxypropyl ] - 5 - 
methyl -N^,N^-dipropylisophthalaitiide hydrochloride (EXAMPLE SI 
255) 

Step 1: Cyclopentyl magnesiiun bromide (8 mL of 2M ethereal 
10 solution) was added to cuprous bromide /dime thylsul fide complex 
(0.33 g, 1.6 mmol) in 10 mL of dry THF cooled to - 25°C under 
nitrogen. After 20 min, a solution of tert-butyl (2R) -2- [ (4S) - 
2 , 2-dimethyl-l, 3-dioxolan-4-yl] aziridine-l-carboxylate (1 . 95 
g, 8' mmbl)' in' 4 mL of dry THF was introduced. The mixture was 
15* allowed to warm to ambient temperature overnight. It was 
quenched with saturated aqueous NH4CI and extracted with ethyl 
ether. The organic phase was washed with aqueous saturated 
NH4CI, 1 N NaHCOa, and brine. It was dried over anhydrous Na2S04 
and concentrated to 2.38. g of a solid. This material was 
20 dissolved in 70 mL of methanol ^ 12 g of Dowex 50WX2— 400 was 
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added, and the mixture was refluxed for 2 h. The mixture was 
filtered, washing with methanol and dichloromethane. A clean 
receiver was attached, and the resin was washed with 100 mL of 
1:1 concentrated NH4OH: ethanol- The filtrate was concentrated 
to 1.16 g of tan crystals. The crystals were dissolved in 30 
mL of dry THF, and 1.5 g (6.9 ramol) of di-t-butyldicarbonate 
was introduced. The mixture was stirred under nitrogen 
overnight. It was concentrated, extracted with ether and the 
ether was washed with several portions of water and brine. 
Drying over Na2S04 and concentration afforded 1.8 g (6.7 mmol, 
84^ from tert -butyl (2R) -2- t (4S) -2 , 2-dimethyl-l , 3-dioxolan-4- 
yl]aziridine-l-carboxylate) of tert-butyl (IS, 2S) -1- 
[cyclopentylmethyl -2 , 3-dihydroxypropylcarbamate J^H NMR (CDCI3 ) 
5 4-5 (d, 1 H, NH), 3.7 (m, 1 H) , 3.6-3.49 (m, 2 H) , 3.36 (m, 1 
H), 3.26 (t, 1 H, OH), 2.76 (d, 1 H, OH), 1.45 (s, 9 H) , 1.88- 
i;36 (m, 9 H), 1.17-1. 08 (m, 2 H) . 

Step 2: Toluenesulfonyl imidazole (Ts-Im, 2.22 g, 10 nonol) was 
added to tert-butyl (IS, 2S) -1- [cyclopentylmethyl -2,3- 
dihydroxypropylcarbamate (1.8 g, 6.7 ramol) in 15 mL of dry THF 
under nitrogen, cooled in an ice bath. To this was added 13.4 
mL (13.4 mmol) of a IM solution of potassitom-t-butoxide in THF 
over 8 min. After 5 min, the ice bath was removed and the 
orange mixture was stirred for 3 h. It was quenched with 1 N 
KH2PO4 and diluted with ether • The organic phase was washed 
with 1 N KH2PO4, water, and brine. The solution was dried over 
Na2S04, concentrated, and chromatographed over silica gel, 
eluting with 5% dichloromethane, 15% ethyl acetate, and 80% 
heptane. Fraction 4 afforded 900 mg of a 2:1 mixture of tert- 
butyl (IS) -2- (cyclopentyl) -1- [ (2S) -oxiran-2-yl] ethylcarbamate 
and a side product. Fraction 5 afforded 230 mg of tert-butyl 
(IS) -2- (cyclopentyl) -1- [ (2S) -oxiran-2-yl] ethylcarbamate: ^H NMR 
(CDCI3) 5 4.56 (d, 1 H), 3.45 (m, 1 H) , 2.85 (m, 1 H) , 2.75 (m, 
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2 H), 1.91 (m, 1 H), 1.8 (m, 2 H) , 1.6-1.4 (m, 6 H) , 1.44 (s, 
9 H) , 1.13-1.07 (m, 2 H) . 



EXAMPLE SP-254B 

5 N^-{ (lS,2R)-l-(cyclopentylinethyl)-3-[ (3-ethylbenzyl)aItlino]-2- 
llydroxypropyl } -5-methyl-N^ , N^-dipropylisophthalainide 
hydrochloride 

Step 3: To tert-butyl (IS) -2- (cyclopentyl) -1- [ (2S) -oxiran-2- 

10 yl]ethylcarbainate (230 mg, 0.9 mmol) was added 260 mg (1.9 
mmol) of m-ethylbenzylamine in 5 mL of isopropanol. The 
mixture was refluxed for 1.5 h iinder nitrogen, the solvent was 
removed, in vacuo, and the residue was dissolved in ethyl 
acetate. It was. washed three times with small portions of 10% 

15 HCl, and the aqueous phases were back-extracted with ethyl 
acetate. The combined organic phases were washed with 1 N 
NaHCOa and brine, dried over Na2S04, and concentrated. The 
residue was partially purified by forming the HCl salt, 
triturating with pentane, and then neutralizing to the free 

20 base (290 mg, 0.74 mmol). To this was added 2 mL of 
trifluoroacetic acid (TFA) and 2 mL of dichlorome thane, and 
the mixture was stirred under nitrogen for 30 min. It was 
concentrated to an oil which was dissolved in 2 mL of • dry THF 
and neutralized with 0.2 mL of 4-methyl morpholine. To this 

25 mixture was added a solution of 3- [ (dipropylamino)carbonyl] -5- 
methylbenzoic acid (0.2 g, 0.76 mmol) and carbonyldiimidazole 
(GDI, 0.13 g, 0,8 mmol) in 3 mL of dry THF, which had been 
stirring together for 35 min. The reaction was, stirred under 
nitrogen overnight. To the mixture was added 1 N KH2PO4 and 

30 ethyl acetate. The organic phase was washed with 1 N KH2PO4,' 1 
N NaHCOa (2X) and brine, dried over Na2S04, and concentrated. 
Chromatography over silica gel, eluting with 6% methanol 
(containing 1% NH4OH) " in dichlorome thane afforded 109 mg (0,19 
mmol) of N^-{ (lS,2R)-l-(cyclopentylmethyl)-3-[ (3- 
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ethylbenzyl ) amino ] -2 -hydr oxypr opy 1 } - 5 -methyl -N^ , - 
dipropylisophthalamide hydrochloride (EXAMPLE SP-254) after 
formation of the salt with ethereal HCl: CI MS m/z 536 [M+H}*, 

5 EXAMPLE SP-255 

N^- [ (IS, 2R) -3- [ (3-bromobenzyl) amino] -1- (cyclopentylmethyl) -2- 
hydroxypropyl ] - 5-methyl-N^ , N^-dipropylis6phthalamide 
hydrochloride 

10 Step 3:. The fraction containing tert-butyl . {lS)-2- 
{cyclopentyl)-l-[ (25) -oxiran-2-yl] ethylcarbamate (ca. 2 mmol) 
and a side product, described in the above exaiqple, was 
reacted with m-bromobenzylamine (10 mmol) in 12 : mL of. 
isopropanol at reflxix for 3 h. The- solvent was removed and the 

15 residue was dissolved in ethyl acetate. This was washed with 
several portions of 10% HCl, 1 N NaHCOs/ and brine, dried 
{Na2S04) , concentrated. Chromatography on silica gel, . el.uting . 
with di chl or ome thane, then up to 2% of methanol (containing 1% 
NH4OH) in dichloromethane afforded 523 mg ( 1.19 mmol, 60% 

20 based on epoxide) of the oily addition product. This material 
(0.31 g, 0.7 mmol) was dissolved in 2 mL of dichloromethane, 
and 1 mL of TFA was added. After 1 h it was concentrated, 
dissolved in ethyl acetate, neutralized with 1 N NaHCOa, washed 
with brine, and concentrated to the free base. To this was 

25 added 4 mL of dry THF and a pre-mixed (for 2 h) solution of 3- 
[ (dipropylamino) carbonyl] -5-methylbenzoic acid (190 mg, 0.72 
mmol) and CDI (120 mg, 0.74 rtimol) in 3 mL of diiy THF. 
After 2 days the reaction was quenched with 1 N KH2PO4 and 
dissolved in ethyl acetate. 

30 The organic phase was washed with 1 N KH2PO4, 1 N NaHCOa (2X) 
and brine, dried over Na2S04, and concentrated. Chromatography 
over silica gel, eluting with 5% methanol (containing 1% NH4OH) 
in dichloromethane afforded 184 mg (0.29 mmol) of N^-[(1S,2R)- 
3- [ (3-bromobenzyl) amino] -1- (cyclopentylmethyl) -2- 
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hydroxypropyl] -5-methyl-N^ , N^-dipropylisophthalamide 
hydrochloride EXAMPLE SP-255 as a white solid after formation 
of the salt with ethereal HCl: CI MS m/z 586 [M+H}"*". 



5 N^-{ (IS, 2R) -1- (cyclohexylmethyl) -3- 1 (3-ethylbenzyl) amino] -2- 
hydroxypropyl } -5-methyl-N^ , N^-dipropylisophthalamide 
hydrochloride (EXAMPLE SP-256) and N^- [ (IS, 2R) -3- [ (3- 
bromobenzyl) amino] -1- (cyclohexylmethyl) -2 -hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisophthalamide hydrochloride (EXAMPLE SP- 
10 257) 

Step 1: Cyclohexyl magnesium bromide was prepared by adding 
cyclohexyl bromide -{2.46 mL, 20. mmol) to magnesivim turnings 
(0.97 g, 40 ramoT)'-in -dry THF (20 mL) and refluxing for 1.5 h. 

15 Following the procedureis described in step 1 for the previous 
EXAMPLE S-tert-butyl (IS, 2S) -1- [cyclohexylmethy] -2,3- 

dihydroxypropyl carbamate was obtained as 1.66 g (5.8 mmol, 70% 
from tert-butyl (2R) -2- [ (4S) -2 , 2-dimethyl-l, 3-dioxolan-4- 
yl]aziridine-l-carboxylate) of a slightly yellow oil which 

20 ..solidified on standing: NMR (CDCI3) 6 4.43 (d, 1 H, NH) , 
3.69 (m, 1 H), 3.59 (m, 2 H) , 3.32 (m, 1 H) , 3.24 (t, 1 H, 
OH)/ 2.70 (d, 1 H, OH), 1.45 (s, 9 H) , 1.8-1.13 (m, 11 H) , 
1.01 (m, 1 H) , 0.87 (m, 1 H) . 

25 Step 2: 'ter^-Butyl (IS, 2S) -1- [cyclohexylmethy] -2 , 3- 

dihydroxypropyl carbamate ( 1 . 6 g , 5.5 mmol ) was reacted with 
Ts-Im (1.5 g, 6.75 mmol) and potassium t-butoxide (11 mL of a 
1 M . solution in THF) in 20 mL of dry THF according to the 
procedure described in step 2 for the preceding example. 

30 Chromatography on silica gel, eluting with 5% dichl or ome thane 
and 5%, increasing to 15% ethyl acetate in heptane afforded 
456 mg 1.7 mmol, of tert-butyl (IS) -2- (cyclohexyl) -1- [ (2S) - 
oxiran-2-yl]ethylcarbamate: ^H NMR (CDCI3) 5 4.41 (m, 1 H) , 
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3.55 (m, 1 H), 2.84 (m, 1 H) , 2.75 (m, 2 H) , 1.8-1.6 (m, 4 H) , 
1.45 (s, 9 H)/ 1.4-1.1 (m, 7 H) , 0,98 (m, 1 H) , 0.86 (m, IH) . 

EXAMPLE SP-256 

N^- { { IS , 2R) -1- ( cyclohexylmethyl ) -3 - [ ( 3 -ethylbenzyl ) amino] -2 - 
hydro3Qrpropyl } -5-methyl-N^ , N^-dipropylisophthalamide 
hydrochloride 

Step 3 : tert-Butyl (IS) -2- (cyclohexyl ) -1- [ (2S) -oxiran-2- 
yllethylcarbamate (225 mg, 0.84 inmol) was refluxed with m- 
ethyl benzylaitiine (254 mg, 1.9 mmol) in 5 - mL of isopropanol 
under nitrogen for 1.5 h, the solvent was removed in vacuo, 
and the residue was dissolved in ethyl acetate. It was washed 
three -times with small portions of 10% HCl, and the aqueous 
phases were back-extracted with ethyl acetate. The combined 
organic phases were washed with 1 N NaHCOa and brine, dried 
over Na2S04, and concentrated. The resulting oil (300 mg) was 
dissolved in 2 mL of dichloromethane and 2 mL of TFA and 
stirred for 30 min. It was concentrated, and by weight 
determined to contain 4 eg. of TFA. This was dissolved in 2 mL 
of dry THF, and 0.4 mL (3.6 mmol) of 4-methyl morpholine was 
added.. This, was cooled to. - 30°C, and a mixture of 3- 
[ (dipropylamino)carbonyl]-5-methylbenzoic acid (238 mg, 0.9 
mmol) and GDI (165 mg, 1 mmol) in 3 mL of dry THF, which had 
previously been stirred together for 1 h at room, temperature, 
was added. The mixture was allowed to warm to ambient 
temperature. After 3 days the reaction was quenched with 1 N 
KH2PO4 and dissolved in ethyl acetate. The organic phase was 
washed with 1 N KH2PO4/ 1 N NaHCOa (2X) and brine, dried over 
Na2S04, and concentrated. Chromatography over silica gel, 
eluting with 4% to 10% methanol (containing 1% NH4OH) in 
dichloromethane afforded 124 mg (0.21 mmol) of N^-{ (IS, 2R) -1- 
( cyclohexylmethyl) -3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl}- 
5-methyl-N^ , N^-dipropylisophthalamide hydrochloride (EXAMPLE 
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SP-256) as a white solid after formation of the salt with 
ethereal HCl: CI MS m/z 550 [M+H}"^. 



EXAMPLE SP-257 

5 N^- [ (IS, 2R) --3- [ (3-bromobenzyl) amino] -1- (cyclohexylmethyl) -2- 
hydroxypropyl ] -5-methyl-N^ , N^-dipropylisophthalamide 
hydrochloride 

Step 3 : tert-Butyl (IS) -2- (cyclohexyl) -1- [ (2S) ~oxiran-2- 

10 yl]ethylcarbamat!B (225 mg, 0.84 ramol) was refluxed with m- 
bromobenzylamine (380 mg, 2.0 mmol) in 7 mL of isopropanol 
under nitrogen for 2 h, the solvent was removed in vacuo, and 
the residue was dissolved in ethyl acetate. It was washed 
three times with small portions of 10% HCl, and the aqueous 

15 phases were back-extracted with ethyl acetate. The combined 
organic phases were washed with 1 N NaHCOa and brine, dried 
over Na2S04, and concentrated . The resulting oil (356 mg) was 
dissolved in 3 mL of dichloromethane and 2 mL of TFA and 
stirred for 1.5 h. It was concentrated, and by weight 

20 determined to contain 3 eq. of TFA. To this was added 2 mL of 
dry dimethylformamide (DMF) and 0.35 mL (3.2 mmol) of 4-methyl 
morpholine. To this was added a pre-mixed solution of 3-- 
[ (dipropylamino)carbonyl]-5-methylbenzoic acid (240 mg, 0.9 
mmol ) , 1- ( 3 -dimethylaminopropyl ) -3-ethylcarbodiimide 

25 hydrochloride (EDC, 190 mg, 1 mmol), and • 1- 
hydroxybenzotriazole hydrate (HOBT, 135 mg, 1 mmol) in 3 mL of 
dry DMF, which had been stirring together for 1.5 h. . After 3 
days the reaction was quenched with 1 N KH2PO4 and dissolved in 
ethyl acetate. The organic phase was washed with l N KH2PO4, 1 

30 N NaHCOs (2X) and brine, dried over Na2S04, and concentrated. 
Chromatography over silica gel, eluting' witK 5% methanol 
(containing 1% NH4OH) in dichloromethane afforded 208 mg (0.32 
mmol) of N^-[ (IS, 2R) -3- [ (3-bromobenzyl) amino] -1- 

( cyclohexylmethyl) -2 -hydroxypropyl] -5-methyl-N^,N^- 
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dipropylisophthalamide hydrochloride (EXAMPLE SP-257) after 
formation of the salt with ethereal HCl: CI MS m/z 600 [M+H}*. 



EXAMPLE SP-258 
Synthesis of 



N^- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( { 2 - 



[ (dimethylamino) methyl] 
hydroxypropyl } 
dipr opy 1 i s oph thai ami de 
CN 

1. Me30*BF4, CH2CI2 




2. MeOH. (NH4)2S208, HgO 
30% for two steps 



pyr idin- 4 -yl } methyl ) amino ] - 2 - 
- 5 - (1 , 3 -oxazol - 2 -yl ) -n' , - 



1. PPhg, Bra. CH2Cl2,100% 

2. MeaNH-HCI, EtgN, acetone, 67% 

3. H2, Pd/C, HCl, MeOH. 60% 




35 



36 



10 



15 




37 



1.tert-butyl (1S)-2- 
(3.5-difluorophenyl) 
-1-[(2S)-oxiran-2-yl] 
ethylcarbamate. 
iso-PrOH, 43% 
2.4NHCI,dioxane. 100% 

3. HBTU, DIPEA, CH2CI2 



PraN 





Step 1: Trimethyloxonium tetrafluoroborate (2.46 g, 16.7 
imaol) was added dropwise at room temperature to a solution of 
4-cyanopyridine W-oxide (compound 35, above) (2.0 g, 16.7 
inmol) in methylene chloride (260 mL) and the reaction mixture 
stirred at room temperature overnight. The reaction was 
concentrated under reduced pressure to give the desired 4- 
cyanopyridinvan i^T-methoxy tetrafluoroborate: NMR (300- MHz, - 
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DMSO-cJe) 5 9.80 (d, J = 6.0 Hz, 2H) , 8.87 (d, J = 6.0 Hz, 2H) , 
4.48 (s, 3H) . 



Step 2: An aqueous solution of ainmonium persulfate (8.3 mL, 
5 8.3 inmol) was added to a refluxing solution of the N- 

rtiethoxypyridinium salt prepared in step 1 was dissolved in 
methanol (200 mL) . After stirring for 0.5 h, additional 1 M 
ainmonium persulfate was added (4.2 mL, 4.2 mmol) and the 
reaction mixture was heated at reflux overnight. The reaction 

10 mixture was cooled to room temperature and concentrated under 
reduced .pressure. The residue was partitioned between 
methylene chloride and saturated sodium bicarbonate. The 
• -organic layer was separated and washed with water, satxirated 
sodium chloride, dried (sodium sulfate), filtered, and 

15 concentrated under reduced pressure' to give a white solid. 
Purification by flash column chromatography (silica, 98:2 
methylene chloride /methanol) gave 4-cyano-2- 

hydroxymethylpyridine (36) as a white solid (670 mg,_ 30%) : IH 
NMR (300 MHz, CDC13) 5 8.75 (d, J = 5.0 Hz, IH) , 7.59 (d, J = .. 
20 . 0.5 Hz, IH) , 7.4.6 (dd, J = 5.3, 0.5 Hz, IH) , 4.85 (d, J = 5.3 
H2, 2H), 3.25 (t, J =5.3 Hz, IH). 

Step 3: Bromine (1.07 mL, 20.8 mmol) was added slowly at 0 °C 
to a solution of triphenylphosphine (5.53 g,- - 21.1 mmol) in. 

25 methylene chloride (97 mL) . The solution was warmed to room 
temperature and a white precipitate was observed. 4-Cyano-2- 
hydroxymethylpyridine 36 (2.61 g, 19.5 mmol) in methylene 
chloride (20 mL) was added dropwise and the reaction mixture 
was stirred at room teit5)erature overnight. The reaction 

30 mixture was partitioned between water and methylene chloride. . 
The organic layer was washed with saturated sodium chloride, 
dried (sodium sulfate) , filtered, and concentrated under 
reduced pressure to give a white solid. Purification by flash 
column chromatography (silica, . 99:1 methylene 
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chloride/inethanol) gave 4-cyano-2-bromoiaethylpyridine (3 . 95 
g), which was used immediately in the next step without 
further purification: NMR (300 MHz, CDCI3) 5 8.76 (d, J = 
5.0 Hz, IH), 7.7 (s, IH), 7.46 (dd, J= 5.0, 1.3 Hz, IH) , 4.58 
5 (s, 2H). 

Step 4: Dimethylainine hydrochloride (4.78 g, 58.6 itmol) was 
added to a solution of 4-cyano-2-bromomethylpyridine (3.95 g, 
19.5 mmol) and triethylamine (13.58 mL, 97.7 mmol) in acetone 

10 (40 mL) . The reaction mixture was stirred overnight at room 
temperature in a sealed tube. The reaction mixture was 
concentrated under reduced pressure and partitioned between 
methylene chloride and saturated sodium bicarbonate. The 
organic layer was separated and washed, with water, saturated 

15 soditom chloride, dried (sodium sulfate) , filtered, and 

concentrated xinder reduced pressure. Purification by flash 
dolumn chromatography (silica, 99:1 methylene 

chloride/methanol) gave the desired 4-cyano-2- 

(dimethylamino)methylpyridine (2.10 g) : ^H NMR (300 MHz, CDCI3) 

20 5 8.73 (d, J = 5.0 Hz, IH) , 7.71 (s, IH) , 7.41 (dd, J" = 5.0, 
1.2 Hz, IH) , 3.65 (s, 2H), 2.31 (s, 6H) ; ESI MS m/z 162 [M + 

Step 5: A mixture of 4~cyano-2- (dimethylamino)methylpyridine 
25 (800 mg, 4.97 mmol), . palladium (80 mg, 10% Pd/C) and 
concentrated hydrochloric acid (3 mL) in methanol (30 mL) was 
shaken under 60 psi of hydrogen overnight. The reaction 
mixture was filtered through diatomaceous earth and the filter 
cake rinsed with water' and methanol. The filtrate was 
30 concentrated under reduced pressure and the residue 
partitioned between water and methylene chloride. The aqueous 
layer was made alkaline with 1 N sodivum hydroxide and 
extracted with methylene chloride. The organic layer was 
washed with saturated sodium chloride, dried (sodixam sulfate) , 
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filtered, and concentrated under reduced pressure to give an 
orange oil. Purification by flash column chromatography (97:3 
2-propanol/aranionium hydroxide) gave 4-aminomethyl-2- 
(dimethylamino) methylpyridine 37 (492 mg) : NMR (500 Hz/ 
5 CDCI3) 5 8.50 (d, J = 5.1 Hz, IH) , 7.37 (s, IH) , 7.15 (d, J = 
5.1 Hz, IH), 3.91 (s, 2H), 3.58 (s, 2H) , 2.30 (s, 6H) ; ESI MS 
m/z 166 [M + H]*. 

Step 6: A mixture of 4-aminomethyl-2- (dimethylamino) 

10 methylpyridine 37 (490 mg, 2.98 mmol) and tert-butyl (lS)-2- 
(3^5_difluorophenyl)-l-[ (2S)-oxiran-2-yl] ethylcarbamate (892 
mg, 2.98 mmol) in 2-propanol (20 mL) was heated at reflux 
overnight. The reaction mixture was cooled to room 

temperature and concentrated under reduced pressure. The 
15 residue was purified by flash colvimn chromatography (99:1 2- 
propanol/ ammonium hydroxide) to give product (590 mg) : ESI MS 
" m/z 465 [M + H]*. / . ■ 

Step 7: Hydrogen chloride (6.3 mL of a 4 N solution in 
20 dioxane, 25 mmol) was added at room temperature to a solution 
of the yellow solid prepared in step 6 (590 mg, 1.26 mmol) in 
dioxane (6.3 mL). and the reaction mixture stirred at room 
temperature for 6 h. The reaction mixture was concentrated 
lander reduced pressure and the residue dissolved in methylene 
25 chloride containing J\r-diisopropylethylamine (3 mL) . The 
organic phase was washed with water, and saturated sodium 
chloride, dried (sodium sulfate) , filtered, and concentrated 
under reduced pressure to give the product (523 mg) : ESI MS 
m/z 365 [M + H3* 

30 

Step 8: A solution of 3- [ (dipropylamino) carbonyl] -5- (1, 3- 
oxazol-2-yl) benzoic acid 38 (120 mg, 0.38 mmol) in methylene 
"chloride (3.8 mL) containing JW-diisopropylethylamine (132 
ViL, 0.76 mmol) and HBTU (151 mg, 0.40 mmol) was stirred at 
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room tentperatiire for 0.5 h. To the above solution was added a 
solution of the orange oil from step 7 (207 mg, 0.57 mmol) in 
methylene chloride (3.8 mL) containing N,N- 

diisopropylethylajoine (132 vIj. 0.76 mmol) and the reaction 
5 mixture was stirred at room temperature for 18 h. The 
reaction mixture was then diluted with additional methylene 
chloride and washed with saturated sodi\am bicarbonate and 
saturated sodium chloride, dried (sodium sulfate), filtered, 
and concentrated under reduced pressure to yield an oily 

10 residue. Purification by flash column chromatography (silica, 
90:10 methylene chloride/methanol ) gave N^- { ( IS , 2R) -1- ( 3 , 5- 
difluoroben2yl)-3-[ ({2-(dimethylamino) methyl]pyridin-4- 
yl}methyl) amino] -2-hydroxypropyl} -5- (l,3-oxazol-2-yl) -N^,n'- 
dipropylisophthalamide (178 mg) : mp 63-66 "C; ESI MS m/z 663 

15 [M + H]*. 

EXAMPIiE SP-259 ■ 

Synthesis of N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ ( {4- 

[(dimethylamino) methyl] pyridin-2-yl}methyl) amino] -2- 

20 hydroxypropyi} -5- (1, 3-oxa2ol-2-yl) -N^N^- 

- -• - dipropylisophthalamide, compoTind 94 in scheme 23,. below 
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1. TBDMSCI, imidazole 
OMF, CH2CI2 

2. mCPBA. CH2CI2. 
(100% for two steps) 




OTBDMS 



1. TMSCN. Et3N.65% 

2. PPh3,Br2,CH2Cl2,89% 

3. (CH3)2NH HCI. E^N 
acetone, 83% 



91 




92 



1. H2, Pd/C. CH3OH, HCI. 52% 

2. (1S)-2-(3,5-difluorophenyi)- 
1-t(2S)-oxiran-2-yl] 
ethytc arbamate, 2-PrOH, 80% 

N 3. 4N HCI. dioxane, 100% 
4. DIPEA, HBTU, CH2CI2, 64% 

f=\ 




H OH H N 




N 



Synthesis of 2-cyano-4- (dimethylamino)methylpyridine (92) 

5 Step 1: A mixtiare of 4- (hydroxymethyl) pyridine (17.4 g, 159 
mmol) , t-butyldimethylsilyl chloride (26.36 g, 174.88 mmol) , 
and imidazole (13.31 g, 195.5 mmol) in lyT-dimethyf ormamide 
(200 mL) and methylene chloride (20 inL) was stirred overnight 
at room temperature. The reaction mixture was concentrated 

10 under reduced pressure and then partitioned between water and 
a mixture of ethyl acetate and hexanes (1:1). The organic 
layer was washed with satxirated sodium chloride, dried (sodium 
sulfate) , filtered, and concentrated xinder reduced pressure to 
give an oil (35.62 g) : NMR (300 MHz, CDCI3) 5 8.43 (d, J = 6 

15 Hz, 2H), 7.13 (d, J- = 6 Hz, 2H) , 4.63 (s, 2H) , 0.84 (s, 9H) , 
0.05 (s, 6H) . 



Step 2: To a stirred solution of the oil from step 1 (35.62 g, 
159 mmol) in dry methylene chloride (470 mL) was added 3- 
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choloroperoxybenzoic acid (47 ,03 g, 172,57 ininol). The 
reaction mixture was stirred at room temperature overnight and 
then partitioned between water and methylene chloride. The 
organic layer was washed with saturated sodium sulfite, 
5 saturated sodi\am bicarbonate, 1 N sodium hydroxide, and 
saturated sodium chloride, dried (sodium sulfate), filtered, 
and concentrated under reduced pressure to give 4-(t- 
butyldimethylsilyloxy)methylpyridine W-oxide 91 (37.8 g) : 
NMR (300 MHz, CDCI3) 5 8.07 (d, J = 6 Hz, 2H) , 7.13 (d, J = 6 
10 Hz, 2H), 4.59 (s, 2H) , 0.83 (s, 9H) , 0.05 (s, 6H) . . 

Step 3 : A mixture of 4- ( t-butyldimethylsilyloxy)methylpyridine 
W-oxide 91 (30 g, 125 mmol) , tri ethyl amine • (40 mL) , and 
t rime thylsilyl cyanide (44 mL, 360 mmol) was refluxed 

15 overnight. The black solution was cooled to room temperature 
and concentrated under reduced . pressure to give a black gum. 
Purification by flash column chromatography (silica, 10:90 
ethyl acetate /hexanes) gave an oil (20.3 g) : ^H NMR (300 MHz, 
CDCI3) 6 8.50 (d, J = 5 Hz, IH) , 7.55 (s, IH), 7,34 (d, J = 5 

20 Hz, IH), 4.66 (s, 2H) , 0.83 (s, 9H) , 0.05 (s, 6H) . 

. . Step 4: Bromine (1.97 mL, 38.74 mmol) was added slowly at 0 °C 
to a solution of triphenylphosphine (10.29 g, 39.28 mmol) in 
methylene chloride (200 mL) . The solution was warmed to room 

25 temperature and a white precipitate was observed. The brown 
oil from step 3 (9.0 g, 36.27 mmol) in methylene chloride (50 
mL) was added and the reaction mixture was stirred at room 
tert5)erature overnight. The reaction mixture was partitioned 
between water and methylene chloride. The organic layer was 

30 washed with saturated sodiiam chloride, dried (sodium sulfate) , 
filtered, and concentrated under reduced pressure to give a 
brown solid. Purification by flash colxamn chromatography 
(silica, 17:83 ethyl acetate /hexanes) gave a white solid (6.20 



-644- 



wo 03/040096 ^ ^ PCT/US02/36072 

g): NMR (300 MHz, CDCI3) 5 8.71 (d, J = 3 Hz, IH) , 1.12 (s, 
IH), 7.55 (dd, J = 6, 3 Hz, IH) , 4.42 (s, 2H) . 

Step 5: To a stirred solution of the solid from step 4 (9.1 g, 
5 46.44. rnmol) in acetone (90 itiL) was added dimethyl amine 
hydrochloride (11.36 g, 139.3 mmol) and trimethylamine (38.73 
mL, 278.6 inmol) . The reaction mixture was stirred overnight 
.in a sealed bottle. The reaction mixture was concentrated 
under reduced pressure. The residue was dissolved in water, 

10 * made alkaline with 1 N sodium hydroxide to pH 10 and extracted 
with methylene chloride. The organic layer was washed with 
saturated sodiiam chloride, dried (sodixam sulfate), filtered, 
and concentrated under reduced pressure to give 2-cyano-4- 
{dimethylamino)methylpyridine 92 (6.2 g) : ESI MS m/z 162 [M + 

15 H]*. 

EXAMPLE SP-260 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ ({4- 

[ (dimethylamino) methyl] pyridin-2-yl}methyl) amino] -2- 

20 hydroxypropyl } -5- (1, 3-oxazol-2-yl) -N^,N^- 

dipr opy 1 i s oph thalami de 

Step 1: A mixture of 2 -cyano-4" (dimethylamino) methylpyridine 
92 (2.0 g, 12.4 mmol), 10% Pd/C (200 mg) and concentrated 

25 hydrochloric acid (8 mL) in methanol (180 mL) was shaken under 
60 psi hydrogen overnight. The reaction mixture was filtered 
through diatomaceous earth and repeatedly washed with water 
and methanol. Methanol was removed under reduced pressure and 
the residue partitioned between water and methylene chloride. 

30 The aqueous layer was made alkaline with 1 N sodium hydroxide 
and extracted with methylene chloride. The organic layer was 
washed with saturated sodixim chloride, dried (sodium sulfate) , 
filtered, and concentrated under reduced pressure to give an 
oil (1.07 g): ^H NMR (300 MHz, CDCI3) 5 8.53 (d, i7 = 5 Hz, IH) , 
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7.25 (s, IH), 7.13 (d, J = 5 Hz, IH) , 3.98 (s, 2H) , 3.42 (s, 
2H), 2.26 (s, 6H); ESI MS m/z 166 [M + H]*, 

Step 2: A mixtiire of the orange oil from step 1 (500 mg, 3.03 
mmol) and tert-butyl (lS)-2«(3,5-difluorophenyl)-l-[ (2S)- 
oxiran-2-yl]ethylcarbaInate (907 mg, 3.03 mmol) in 2-propanol 
(20 mL) was refluxed overnight. The reaction mixture was 
cooled to room teit^erature and concentrated under reduced 
pressure. The residue was purified by flash column 

chromatography (silica, 1:99 ammonium hydroxide/2 -propanol) to 
give a solid (1.13 g) : ESI MS m/z 465 [M + H]"". 

Step 3: The yellow solid from step 2 (400 mg, 0.86 mmol) was 
dissolved in dioxane (4.3 mL) and hydrogen chloride (4.3 mL, 4 
M dioxane, 17.22 mmol) was added. The reaction mixture was 
stirred at room temperature for 6 h. The reaction mixture was 
concentrated under reduced pressure and methylene chloride and 
W,i^-diisopropylethylamine (3 mL) were added. ^ The organic 
phase was washed with water, and saturated sodiimi chloride, 
dried (sodium sulfate) , filtered, and concentrated under 
reduced pressure to give an oil (365 mg) :* ESI MS m/z 365 [M + 
H]* 

Step 4: To a stirred solution of 3- 1 (dipropylamino) carbonyl] - 
5- (l,3-oxazol-2-yl) benzoic acid 93 (173.6 mg, 0.55 mmol) and 
N,-M^-diisopropyl ethylamine (191 \xL, 1.10 mmol) in methylene 
chloride (6.0 mL) was added HBTU (218.62 mg, 0.58 mmol) and 
the reaction mixture stirred for 0.5 h. To the above solution 
was added a solution of the orange oil from step 3 (3 00 mg, 
0.823 mmol) and J\r,2\r-diisopropylethylamine (191 jiL, 1.10 mmol) 
in methylene chloride (6.0 mL) , and the reaction mixture was 
stirred vmder nitrogen for 18 h. The reaction mixt\ire was 
then diluted with additional methylene chloride and washed 
with saturated sodium bicarbonate, 0.5 N hydrochloric acid. 
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and saturated sodium chloride, . The organic layer was then 
dried (sodium sulfate) , filtered, and concentrated \mder 
reduced pressure to yield an oily residue. Purification by 
flash column chromatography (silica, 10:90 methanol/methylene 
5 chloride) gave N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ ( {4- 
[ (dimethylamino) methyl] ^ pyridin-2-yl}methyl) amino] -2- 

hydroxypropyl } -5- ( 1 , 3-oxazol-2-yl ) -N^ , N^- 

dipropylisophthalamide (94) (233 mg) : rap 65-68 "C; ESI MS m/z 
663 [M + H]* 

10 • 

EXAMPLE SP-261 . 

Synthesis of N^-{ (1S,2R) -1- (3, 5-difluorobenzyl)-3- [ (l-{4- 
[ (dimethylamino) methyl] pyridin-2-yl}cyclopropyl)amino] -2- 

hydroxypropyl}-5- (1, 3-oxazol-2-yl) -N^,N^-dipropylisophthalamide 
15 • 




Step 1: To a solution of 2-cyano-4- 

( dimethylamino )methylpyridine 92 (prepared as in EXAMPLE SP- 

20 259) (500 mg, 3.10 mmol) in tetrahydrofuran (10 mL) was added 
titanium { IV) isopropoxide (1.01 mL, 3.41 mmol) and 
ethylmagnesium bromide (6.20 mL, 1 N THF, 6.20 mmol). After 
stirring for 0.5 h, boron trifluoride diethyl etherate (786 
-pL, 6.20 mmol) was added in one portion. The reaction mixture 

25 was stirred for 1 h at room tentperature and 1 N sodi\am 
hydroxide was added to adjust the mixture to pH 9-10. The 
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white solid generated was removed by filtration and the 
filtrate was partitioned between water and methylene chloride. 
The organic layer was washed with saturated sodium chloride, 
dried (sodivim sulfate), filtered, and concentrated under 
5 reduced pressure to give a yellow oil. Purification by flash 
column chromatography (silica, 1:99 to 3:97 ammonium 
hydroxide / 2 -propanol) gave an oil (360 mg) : NMR (300 MHz, 
CDCI3) 5 8.42 (dd, 6, 5 Hz, IH) , 3.41 (s, 2H) , 7.02 (dd, J 

= 6, 5 Hz, IH), 3.98 (s, 2H) , 3.42 (s, 2H) , 2.25 (s, 6H) , 2.08 
10 (s, 2H), 1.31-1.27 (m, 2H) , 1.15-1.11 (m, 2H) ; ESI MS m/z 192 
[M + H]*. 

Step 2: A mixture of the oil from step 1 (350 mg, 1.83 mmol) 
and tert-butyl (IS) -2- (3 , 5-dif luorophenyl) -1- t (2S) -oxiran-2- 

15 yl]ethylcarbamate (496.8 mg, 1.66 mmol) in 2-propanol (13 mL) 
was refluxed overnight. The reaction mixture was cooled to 
room temperature and concentrated under reduced pressure. The 
residue was purified by flash column chromatography (silica, 
1:99 ammonium hydroxide/ 2 -propanol) to. give a solid (300 mg) : 

20 ESI MS m/z 491 [M + H]"". 

Step. 3: To a stirred solution of the solid from step 2 (300 
mg, 0.61 mmol) in dioxane (6.0 mL) was added hydrochloric acid 
(6.0 mL, 4 N dioxane, 24.40 mmol). The reaction mixture was 

25 stirred at room temperature for 6' h. The reaction mixture was 
concentrated under reduced pressure and methylene chloride and 
i\7,2\r-diisopropylethylamine (3 mL) were added. The organic 
layer was washed with water, and saturated sodium chloride, 
dried (sodixam sulfate) , filtered, and concentrated under 

30 reduced pressure to give an oil (269 mg) : ESI MS m/z 391 [M + 

Step 4: To a stirred solution of 3- [ (dipropylamino) carbonyl] - 
5-(l,3-oxazol-2-yl)benzoic acid 93 (prepared as in EXAMPLE S- 
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2364, step 5) (124.3 mg, 0.39 mmol) and W-diisopropyl 
ethylamine (139 ]iL, 0.79 rnmol) in methylene chloride (3.0 mL) 
was added HBTD (156.5 ing, 0.41 mmol) and the reaction mixture 
stirred for 0.5 h. To the above solution was added a solution 
5 of the orange oil from step 3 (269.6 mg, 0.823 mmol) and N,N-' 
diisopropylethylamine (139 yL, 0.79 mmol) in methylene 
chloride (3.0 mL) , and the reaction mixture was stirred under 
nitrogen for 18 h. The reaction mixture was then diluted, with 
additional methylene chloride and washed with saturated sodium 

10 bicarbonate, and saturated sodium chloride, dried (sodium 
sulfate) , filtered, and concentrated under reduced pressure to 
yield an oily residue. Purification by flash coliiran 
chromatography (silica, 10:90 methanol /methylene chloride) 
gave- N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (l-{4- 

15 [ (dimethylamino) methyl] pyridin-2-yl}cyclopropyl)amino] -2- 

hydroxi^ropyl}"5"- (1, 3-oxa2ol-2-yl) -N^,N^-dipropylisophthalamide 

(95) (134 mg) : rap 70-72 °C; ESI MS m/z 689 [M + H]^ 

EXAMPLE SP-262 
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NC 




Br 
1 



BrCH2CH2CI 
] 

base, PTC 





KOH, H2O2 H2N 
MeOH ^ O 



thlonyl 

chloride HO 




BoCx 




i-PrOH 



Boc^ 




H OH H 



BoCx 




PdCl2(PPh3)2 Boc.^ 
Cul, NEts 



desired 
product 




a 




H OH H y 




Preparation of bromo-cyclopropyl cyanide 2 (modification of 
procedure from Org. Prep. & Proc. Int., 1995, 27(3), 355). 

A mixture of l-bromo-2-chloroethanLe (BCE; 120 ml) , 3- 
bromobenzyl cyeuiide (25 g) and benzyl-triethylammoniiim 
chloride (TEBAC, 1.1 g) was stirred at 40°C while base (50% 
NaOH, 120 g) was added dropwise over 20 rain. Temperature has 
risen to -80°C within first 15 min. Very vigorous mechanical 
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stirring was continued while temperature slowly dropped to 
50^C (over the next 3 hr) . The mixture was deep red at this 
stage. After 3 hr there was no starting material (TLC) . The 
reaction mixture was cooled down to RT, water (100 ml) was 
5 added and stirred for 5 min. Organic layer was separated and 
aqueous was extracted with dichlorome thane (3 x) . Combined 
organic layers were washed with water and dil. aq. HCl. 
Solution was dried using MgS04i filtered and concentrated 
yielding deep yellow oil (126 g; still contains some BCE) . 
10 Product was purified by a high vacuvim fractionation using 
short-path set-up and single receiver. Collected fraction with 
bp 108-115^C / 0.1-0.05 mmHg as a heavy oily liquid 26.6 g 
(94%) . After cooling to RT this liquid solidified. 

15 Preparation of bromoamide 3 

Bromocyanide 2 (5.9 g; 26.6 mmol) was dissolved in 
methanol (150 ml) . To this solution while stirring KOH (25% aq 
soln.., 0.68 ml) and hydrogen peroxide (30%, 35 ml) was added 
20 and the reaction mixture was heated at 55^C for 5 hr. At that 
time there was no starting material (TLC). Mixture, was 
evaporated yielding solid residue (7.1 g; contains KOH). 

Preparation of bromoacid 4 • 

25 

Crude bromoamide 3 from previous reaction was slurried in 
. methanol (10 ml) and NaOH (10% aq, 150 ml) was added. Reaction 
mixture was refluxed 4.5 hr (TLC control). The mixture was 
cooled to RT, acidified with 15% HCl (to pH 2) and 
30 concentrated. Precipitated white solid was collected by 
filtration. Yield 6.8 g. 

Preparation of acid chloride 5 (slight modification of 
procedure from Synlett 1999, 11, 1763) 
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Thionyl chloride (2.73 ml) and benzotriazole (4.47 g) 
were dissolved in dry dichlprpme thane (25 itil) . Crude bromoacid 
4 (6.8 g) was dissolved in dichloromethane (120 ml) and to 
5 this stirred solution the prepared above thionyl chloride 
solution (22.2 ml; 1.25 eq) was added portionwise over a few 
minutes. Before the addition was complete, benzotriazole 
hydrochloride started separating out as a white solid. The 
reaction mixture was stirred for additional 15 min and at the 
10 end the solids were filtered off. Filtrate was stirred with 
anhydrous MgS04 (2 g) to destroy an excess of reagent. The 
solids were filtered off and filtrate was evaporated and dried 
under high vacuum for 1 hr to give viscous . amber oil. Yield 
6 .6 g. 

15 

Preparation of bromoamine 6 



Crude acid chloride 5 was dissolved in dry acetone (40 
ml) , cooled to -10°C and treated with sodium azide (4 g in 15 

20 . ml of waterl) . After stirring for 1 hr at -10*=*C a mixture was 
allowed to warm to 0*=>C .and was poured into cold water (300 
ml). Azide was extracted into ^ smallest possible amount of 
toluene (ca. 40 ml) . The toluene layer was washed with water 
• and dried. Solids were filtered off and resulting solution was 

25 stirred and heated cautiously at 100°C for 1 hr. Cone. HCl (-- 
25 ml) was added through condenser and mixture was re fluxed 
for 15 min. On cooling white crystalline material precipitated 
and was filtered off. Filtrate was slightly concentrated, 
cooled down and additional portion of precipitate was 

30 collected. Combined solids were dried to give 4.1 g of bromo- 
cyclopropylamine 6 as hydrochloride salt. 

Preparation of compound 7 
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Crude bromoamine hydrochloride 6 (2 g; 8 rnmol) was 
dissolved in sat. aq Na2C03 (20 ml) and extracted with 
dichloromethane. (5 x 10 ml). Combined extracts were dried, 
evaporated and kept overnight under vacuum. Yield of 
5 bromoamine 6 (1.68 g, 7.92 ramol) . This amine was dissolved in 
isopropanol (20 ml) and epoxide (ii; 2.36 g, 7.92 mmol) was 
added. A mixture was stirred, in a sealed tiobe at 80°C until 
starting epoxide was not detected by TLC (2-6 hr) . Reaction 
mixture was cooled and solvent was evaporated to give,, after 
10 drying iinder vacuum, white solid (3.9 g, 82 % pure). 

Preparation of compound 8 

Crude BOC bromide 7 (3.9 g; 7.0 mmol; 1 eq) was dissolved 
15 in triethylamine (20. ml) and PdCl2(PPh3)2 (0.196 g, 0.28 mmol; 
0.04 eq) and CuX . (0.068 g; 0.36 mmol; 0.05 eq) were added. 
Upon addition of Cul a. reaction mixture turned yellow then 
changed ■ color slowly to green. The reaction mixture was heated- 
to reflux, at which point it turned . orange-brown. 
20 Trimethylsilyl acetylene (0.82 g, 1.2 ml, 8.2 mmol, 1.2 eq) 
was -added via syringe. A black precipitate formed immediately. 
The reaction mixture was refluxed for 3 hr under nitrogen, 
then it was cooled to RT before partitioning between aq. sat. 
Na2C03 and ethyl acetate. Organic layer was separated and 
25 aqueous was extracted with ethyl acetate (3 x 25 ml) . Combined 
extracts were washed with brine, dried and evaporated. The 
crude product was contaminated by acetylene derived from 
bromoamine 6. 

30 Preparation of BOC-acetylene 8a 

To a solution of crude silyl -protected acetylene 8 (from 
previous reaction) in THF (5' ml) the tetrabutyl ammonium 
fluoride (IM in THF, 8 ml) was added. Mixture was stirred for 
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1 hr at RT, solvent was evaporated, residue was dissolved in 
ether {30 ml), washed with brine, dried and concentrated. 
Crude product was purified by flash chromatography on silica 
gel using ethyl acetate /hexane (2:3) mixture to give purified 
BOC-acetylene 8a (1,54 g, 43% from 6). 



10 



Preparation of 9: 

1 - ( 3 , 5 -di f luorobenzyl ) - 3 - [ 1 - ( 3 - 
ethyriylphenyl) cyclopropylamino) ] -2-hydroxypropyl 
dihydrochloride 



amine 



15 



20 



[1- (3 , 5-dif luorobenzyl) -3- [1- (3- 
ethynylphenyl ) cyclopropylamino ] -2 -hydroxypropyl ] -carbamic acid 
tert-butyl ester (2.34 g, 5.13 mmol) was treated with 4N HCl 
in dioxane (15-8 mL, 63.3. mmol). The resulting heterogeneous 
mixture was treated with methanol (10 mL) whereupon it became 
homogeneous over- 30 min.'. The volatiles were evaporated in 
vacuo. Dioxane (20 mL) was added and the mixture was 
evaporated in vacuo to produce a white solid (2.33 g, 106%). 

EXAMPLE SP-2 63 

Preparation: of cyclopropyl m-ethylbenzylamine (11) 



25 



HpN 




(BoOgO J^^ 
^ Boc 



Preparation of 10. 




1) PdclfPdCl2^ ^^ 
K3PO4, BEta 

2) TFA 




— - use to open 
— ^ epoxide 



30 



1- (3-Bromo-phenyl) -cyclopropylamine 6 (25 g, 112 mmol), 
tr i ethyl amine (21. 7g, 2170 mmol) were mixed together in CH2CI2 
(300 mL) . The solution was cooled to 0 ®C and boc anhydride 
(25.07 g, 115 mmol) added in 4 equal portions at 15 minute 
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intervals. (Gas evolution noted after each addition). Mixture 
stirred for 30. minutes and then an additional 5 grams of hoc 
anhyrdide was added to drive reaction to completion (GC/MS) . 
Solution worked up with 1 N HCl (2X 100 mL) , saturated ag. 
sodium bicarbonate (2 X 100 ' mL) , and dried over sodium 
sulfate. Solvent was removed at reduced pressure and product 
was isolated by crystallization from cold hexanes (about 150 
inL) . Obtained 20.6 grams of white solid. Reduced volume of 
hexanes to about 75 Jtil and second crop was obtained (9.2 g) 

Preparation of 11. 

The Boc;-bromobenzyl amine 10 (26.8 g, 94.03 mmol), and 
PddfPdCl2 (816 mg, 0.38 ramol/ 0.004 eq) were mixed together in 
anhydrous THF (300 mL) and aqueous K3PO4 (100 mL of 2.0 M) . To 
this red solution was added triethylborane (100 ml of 1.0 M in 
THF, 100 mmol) . The solution turned black and was refluxed for 
4 hours. GC/MS indicated the reaction was complete. The 
solution was poured into a separator/ fvmnel and the aqueous 
layer separated. The organic layer was collected and solvent 
removed to a volume of 100 mL. Ethyl acetate/ hexanes (300. mL 
of 1:1) were added and the solution was extracted with IN HCl 
(1X100 mL) , sodium bicarbonate (2X 100 mL) and brine (1X100 
itiL) . The solution was dried over sodium sulfate and vacuum 
filtered through a bed of silica gel ( 125 ml of silica) . The 
solvent was removed at reduced pressure to afford 20.6 grams 
of 11 as light yellow oil. 

EXAMPLE SP--264 

Preparation of 6 -Methyl -pyridine -2 , 4-dicarboxylic acid 4- ( {1- 
(3, 5-difluoro-benzyl) -3- [1- (3-ethynyl-phenyl) - 
cyclopropyl amino] -2 -hydroxy-propyl} -amide) 2-dipropylamide 
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Mol. Wt.: 264,32 
O O 




The Boc protected amine (prepared as in EXAMPLE SP-262) 
(0.912 g, 2 niM) was treated with 50% TFA in CH2CI2 (1 hr, RT) . 
5 Solvents were removed under reduced pressure to form an oil. 
Added toluene and evaporated; repeated stripping with toluene. 
After this operation and keeping residue ixnder high vacuum for 
1 hr off-white solid was obtained (free amine, most likely as 
a TFA salt). This amine was dissolved in CH2CI2 (10 rtiL, 

10 slurry), added acid 2 (0.528 g; 2 mM) , HOBt (0.297 g; 2.2 inM) 
and EDC (0.423 g; 2.2 mM)-.- When EDC was added-slurry rapidly 
became clear solution. At the end an excess of NEta (2 mL) was 
added and a reaction mixture was stirred o/n at RT. The next 
day solvent was stripped and EtOAc solution was washed with 

15 aq. saturated solution of Na2C03 (3x) , brine, dried and 
concentrated. Initially purified by flash chromatography on 
Biotage (eluted with 20% .hexane and 80% EtOAc) . Final 
purification was done by HPLC. The TFA salt was converted into 
HCl mono salt by addition of 1.25M solution of HCl in MeOH 

20 (1.6 mL) . Yield 0.971 g (76%) . 

EXAMPLE SP-265 

N^- { (IS, 2R) -1" (3 , 5-dif luorobenzyl) -3-{ [1- (3- 

ethylphenyl ) cyclopropyl ] amino} -2-hydroxypropyl ) -5- (1,3 -oxazol- 
25 2-yl)-N^,N^-dipropylisophthalamide; 
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The above identified coirpovmd is prepared essentially 
using the procedure described in EXAMPLE SP-264. 
M+ 659.3. 

5 Carbon NMR (CDCI3) : 11.00, 11.56, 11.78, 15.37, 20.80, 21.90, 
28.71, 35.28, 44.45, 47.26, 49.97, 51.16, 53.75, 69.43, 77.12, 
102.12, 112.02, 112.34, 126.23, 126.94, 127.29, 128,01, 
128.68, 129.20, 129.51, 133.90, 134.70, 137.56, 139.59, 
142.15, 145.53, 160.26, 161.43, 164.73, 166.98, 170.42. 

10 

EXAMPLE SP-266 

N^- ( ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl) -3 - { [ 1- ( 3 - 

e thyny Ipheny 1 ) eye 1 opr opy 1 ] amino } - 2 -hydir oxypr opy 1 ) - 5 - ( 1 , 3 - 

oxazol-2-yl ) -N^ , N^-dipropylisophthalamide-. 




The above identified compound is prepared ■'essentially 
using the procedure described in EXAMiPLE SP-264. 
M+ 655.3. 

Carbon NMR (CDCI3) : 11.01, 11.47, 11.58, 11.98, 20.82, 21.91, 
20 35.22, 43.94, 47.28, 50.09, 51.17, 53.77, 69.49, 77.11, 78.63, 
82.55, 102.17, 112.05, 123.22, 126.23, 126.82, 128.07, 128.76, 
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129.49, 



130.68, 



133.33, 134.50, 137.57, 



139.61, 142.17, 



160.23, 161.27, 164.56, 167.04, 170.44. 



EXAMPLE SP-267 



5 N*-( (lS,2R)-l-(3,5-difluorobenzyl)-3-{ [l-(3- 



ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) - 6 -methyl -N^ , - 
dipropylpyridine-2 , 4-dicarboxamide 

....... .... F • 




The above identified compoxind is prepared essentially 
10 using the procedure described in EXAMPLE SP-264. 
M+ 607.3 

Carbon NMR (CDCI3) : 10.96, 11.06, 11.53, 12.09, 15.43, 20.73, 
""' 21.90, 23.96; 28:75, 33.93, 44.32, 47.82, 49.60, 50.90, 53.98, 
68.65, 77.11, 101.98, 112.064, 112.39, 117.03, 122.12, 127.25, 
15 129.23, 129.49, 134.06, 142 .21, ' 145. 61, 153.63, 158.94, 
161.19, 161.36, 164.48, 164.65, 165.65, 169.06. 

EXAMPLE SP-268 

N*-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-{ [l-(3- 
20 ethynylphenyl) cyclopropyl] amino} -2-hydroxypropyl) -6-methyl- 
, N^-dipropylpyridine-2 , 4-dicarboxamide 
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The above identified compound is prepared essentially 
using the procedure described in EXAMPLE SP-264.. 
M+ 603.3.. 

Carbon NMR (CDCI3) : 10.99, 11.58, 12.29, 20.75, 21.92, 24.03, 
5 33.98, 43.91, 47.91, 49.83, 50.96, 53.95, 68.74, 77.13, 78.72, 
82.57, 102.08, 112.08, 112.41, 117.63, 122.16, 123.32, 129.51, 
130.66, 133.37, 133.55, 134.63, 142.28, 153.56, 158.96, 
. 161.20, 161.37, 164.66, 165.80. 
EXAMPLE SP-269 

10 Preparation of 1- (3 , 5-dif luorobenzyl) -3- (3- 

ethynyl)ben2ylainino)-2-hydroxypropyl amine dihydrochloride 




-2HCI 



tl- (3 ,5-di"f luorobenzyl) -3- (3-ethynylben2ylaitdno) -2- 
hydroxypropyl] -carbamic acid tert -butyl ester (2.73 g, 6.33 
15 mmol) was treated with 4N HCl in dioxane (15.8 mL, 63.3. 
itimoi) . The mixture became homogeneous after 5 min and then 
deposited a precipitate. Diethyl ether (15 mL) was added to 
aid stirring and the mixture was stirred for 2 h. The 
. volatiles were evaporated in vacuo. Dioxane (20 mL) was added 
20 and the mixture was evaporated in vacuo to produce a white 
solid (2.67 g, 104%) . 

EXiAMPLE gP-270 
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N^-{ {1S,2R)-1- (3,5-difluorobenzyl) -3- [ O-ethynylbenzyDainino] - 
2-hydroxypropyl } -5-ethynyl-N^ ,N^-dipropylisophthal amide 



F 




5 5-Ethynyl-N,N-dipropyl-iso-phthalamic acid (1.73 g, 6.32 

itimol) was dissolved in anhydrous DMF (20 ml) iinder nitrogen. 
l-Hydroxybenzotriazole (1.28 g, 9.48 mmol) and 1- ( 3- 
dimethylaminopropy) -3-ethylcarbodiimidehydrocliloride (1.70 g, 
8.85 mmol)) were added in succession. This mixture was stirred 

10 for 30 min at RT until homogeneous and then was added in one 
portion to a rapidly-stirred slurry of amine dihydrochloride 
(2.67, 6.32 mmol) and N-methylmorpholine ( 2.78 mL, 2.56 g, 
-.25.3 mmol) in DMF (2.5mL) . The resulting mixture was stirred 
for 2 h before diluting with saturated aq sodixjm bicarbonate 

15 (200 mL) . The mixture was extracted with ethyl acetate (3 X 
100 mL) and the combined organic extracts were washed with 
saturated aq sodium bicarbonate (100 mL) , water (2 X 100 mL) , 
and brine (100 mL) , dried (sodium sulfate), filtered and 
evaporated in vacuo to give an oil (3.7 g) . The product was 

20 purified using flash column chromatography on silica gel 
(Flash 65i cartridge, eluting with IL 100% ethyl acetate, then 
4L 95:5 ethyl acetate/methanol ) to yield a pale yellow oil 
(2.74 g, 74%). LC-MS (m/e) : 586 (M+1) ; 100% (254 nm) . The ELN 
152006 free base was dissolved in ethanol (25 mL) and treated 

25 with 4N HCl in dioxane (2.0 mL) . The resulting mixture was 
evaporated in vacuo to remove volatiles, re-dissolved in 1:1 
ethanol /water (25 mL) and evaporated in vacuo. The resulting 
solid was slurried in diethyl ether (50 mL) , filtered and 
washed with diethyl ether to produce an off-white solid which 
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was vacuumed dried to constant weight (2 d) to yield the 
desired product (2.43 g) . 

Analysis: for C35H37F2N3O3 +HC1: calcd. : C, 67.57; H, 6.16; N, 
5 6.75; CI, 5.50; found: C, 67.21; H, 6.04; N, 6.55; CI, 5.71. 

EXAMPLE SP-271 

Preparation of N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [l-.(3- 
ethynylphenyl) cyclopropyl] amino } -2 -hydroxypropyl) -5 -methyl - 
10 . . N'^,N'^-dipropylisophthalamide 



F 




5-Methyl-N,N-dipropyl-iso-phthalamic acid (1.35 g, 5.13 
mmol, was dissolved in anhydrous DMF (15 ml) xinder nitrogen. 

15 1-Hydroxybenzotriazole (1.04 g,.,7.69 mmol) and l-( 3- 
dimethylaminopropy ) -3 -ethylcarbodiimide hydrochloride (1.38 gV 
7.18 mmol)) were added in succession. This mixture was stirred 
for 3 0 min at RT until homogeneous and then was added in one 
portion to a rapidly-stirred slurry of amine dihydrochloride 

20 (2.23 g, 5.13 mmol) and N-methylmorpholine ( 2.25 mL, 2.07 g, 
20.5 mmol) in DMF (20 mL) . The resulting mixture was stirred 
for 3.5 h before diluting with saturated aq sodiimi bicarbonate 
(150 mL) . The mixture was extracted with ethyl acetate (3 X 
100 mL) and the combined organic extracts were washed with 

25 saturated aq sodium bicarbonate (100 mL) , water (2 X 100 mL) , 
and brine (100 mL) , dried (sodium sulfate) , filtered and 
evaporated in vacuo to give an oil (3.0 g) . The product was 
purified using flash column chromatography on silica gel 
(Flash 65i cartridge, eluting with 2 . 8L 1:1 ethyl 

30 acetate/hexane, 2.5L 2:1 ethyl acetate /hexane, then 2L 100% 
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ethyl acetate) to yield a clear oil (2.34 g, 76%). LC-MS 
(m/e) : 602 (M+1) ; 100% (254 nm) . The ELN 152227 free base was 
dissolved in ethanol (25 mL) and treated with 4N HCl in 
dioxane (2.0 mL) . The resulting mixture was evaporated in 
5 vacuo to remove volatiles, re-dissolved ethanol (25 mL) and 
evaporated in vacuo. The resulting solid was slurried in 
diethyl ether. (50 mL) and filtered to produce a hygroscopic 
solid which was lyophilized to yield ELN 152227-3 (1.93 g) . 
Analysis: for C36H41F2N3O3 +HC1 + 0.8 H2O: calcd. : C, 66.26; H, 
10 6.73; N/ 6.44; CI, 5.43; found: C, 67.21; H 6.40; 6.42; Cl, 
5.34. 

EXAMPLE SP-272 

Preparation of (2R, 3S) -3-amino-4- (3 , 5-difluorophenyl) -1- [ (3- 
15 ethylbenzyl ) amino] but an- 2 -ol dihydrochloride 




The slurry of [1- (3, 5-dif luorobenzyl) -3- (3- 

ethylbenzylamino ) -2 -hydroxypropyl ] -carbamic acid tert-butyl 

20 ester (5.25 g, 0.012 m) in anhydrous dioxane (20 ml) was 
stirred (magnetic bar) at RT under nitrogen atmosphere in an 
250 ml round-bottom flask, immersed in a cold water bath. The 
solution of hydrogen chloride in dioxane (4M, 32 ml) was added 
in one portion. The reaction mixture, initially homogenous, 

25 became a thick slurry within ca. 20 min. Mixture was stirred 
for 70 min; and was monitored by the TLC (silica gel plates, 5 
X 10 cm, eluted with ethyl acetate - methanol 95:5 mixture). 
Ethyl ether (100 ml) was added, precipitated product was 
filtered off and rinsed with ether (2 x 50 ml) • The filter 

30 cake was air-dried for 1 hour then placed in an vacuum oven at 
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35 °C and the oven evacuated (5 torr) . Product was dried to 
constant mass for 7 hours. Yield was 5.24 g. LC-MS (m/e) : 335 
(M+l); purity: 100% (254 nm) . 

EXAMPLE SP-273 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxi^ropyl } -5-ethynyl-N^ , N^- 
dipropyl i sophthalamide 




The 5-ethynyl-N,N-dipropyl"iso-phthalamic acid (1.64 g, 
0.006m) was dissolved in anhydrous DMF (30 ml) in an round- 
bottom flask (50 ml) ■ equipped with magnetic stirring bar. 
Flask was flushed with nitrogen and-HOBt (1.23 g, 0.009mr 1.5 
eq) , followed by EDC (1.63 g, 0.0084m, 1.4 eq) were addedr 
This mixture was stirred for 45 min at RT and then was added 
in one portion to the stirred solution of amine hydrochloride 
(2.45 g, 0.006m) in anhydrous DMF (30 ml) and NMO (5.0 g, 
0.05m, 8.5 eq) . The resulted heterogeneous mixture was 
vigorously stirred under nitrogen at RT for 2 -hr. During that 
time all solids gradually dissolved, mixture remained however 
cloudy. Reaction progress was monitored by TLC (silica gel 
plates, 5 X . 1 0 cm, eluted with ethyl acetate -methanol 95:5 
mixture) . Product was isolated by diluting reaction mixture 
with sat. aq. sodium bicarbonate (250 ml) and extraction with 
ethyl acetate (3 x 150 ml) . Combined extracts were washed with 
brine and dried over magnesi\im sulfate. Solution was filtered 
and evaporated, yield of crude product was 4.6 g (yellow oil). 
Product was purified using flash column chromatography on 
silica gel (Flash 65i cartridge, applied in dichloromethane 
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solution and eluted with ethyl acetate-methanol 93:7 mixture). 
Fractions containing product were combined and evaporated to 
give pale yellow oil, 2.7 g. LC-MS (m/e) : 590 (M+1); 100% (254 
nm) . Purified product was treated with ethanolic hydrogen 
5 chloride (1.05 eq) , filtered and lyophilized. Yield of final 
hydrochloride salt was 2.4 g, LC-MS (m/e) 590 (M+1); purity: 
100% (254 nm) , 100% (280 nm) . 

^H-NMR (MeOH-d4) : 5 0.70 (t, 3H) , 1.01 (t, 3H) , 1.23 (t, 3H) , 
1.53 (m, 2H), 1.73 (m, 2H) , 2.67 (q, 2H) , 2.87 (m, IH) , 3.05- 
10 3.35 (m, 8H) , 4.00 (s, IH) , 4.01 (m, IH) , 4.25 (m, 3H) , 4.91 
.. (s), 6.77 (m., IH), 6.91 (d, 2H) , 7.29-7.38 (m, 4H) , 7.56 (d, 
2H) , 7.79 (s, IH) . 

"C-NMR: (MeOH-d4) : 9.73, 10.17, 20.17, 21.33, 46.51-48.32, 

49.27, 50.71, 54.04, 68.75, 79.79, 80.94, 101.17 (t) , 111.56 
15 (d), 123.26, 124.83, 127.00, 128.73, 129.23, 130.53, 130.95, 

132.15, 134.29, 137.46, 142.69, 142.81, 145.17, .161.28 (d) , 
.164.40 (d), 167.13, 170.28. 

Analysis: for C35H42CIF2N3O3 x 0.5 H2O calcd. : C, 66.18; H, 6.82; 

N, 6.62; CI, 5.58; found: C, 66.07; H 6.85; N, 6.79; Cl, 5.17. 
20 

EXAMPLE SP-274 

Preparation of N^-{.(lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyDamind] -2-hydroxypropyl}-N^,N^-dipropyl-5-(l, 3- 



thiazol-2-yl) isophthalamide 




The N,N-dipropyl-5-thiazol-2-yl-iso-phthalamic acid (1.99 
g, 0.006m) was dissolved in anhydrous DMF (30 ml) in an round- 



-664- 



wo 03/040096 ^ ^ PCT/US02/36O72 

bottom flask (50 ml) equipped with magnetic stirring bar. 
Flask was flushed with nitrogen and HOBt (1.24 g, 0.009m, 1-5 
eq), followed by EDC (1.63 g, 0.0084m, 1.4 eq) were added. 
This mixture was stirred for 45 min at RT and then was added 
5 in one portion to the stirred solution of amine hydrochloride 
(2.45 g, 0.006m) in anhydrous DMF (30 ml) and NMO (5.0 g, 
0.05m, 8.5 eq) . The resulted heterogeneous mixture was 
vigorously stirred under nitrogen at RT for 2 hr. During that 
time all solids gradually dissolved, mixture remained however 

10 slightly cloudy. Reaction progress was monitored by TLC 
(silica gel plates,. - 5 x 10 cm, eluted with ethyl acetate- 
methanol 95:5. mixture) . Product was isolated by diluting 
reaction mixture with sat. aq. sodium bicarbonate (250 ml) and 
extraction with ethyl acetate (3 x 150 ml) . Combined extracts 

15 were washed with brine and dried over magnesiimi sulfate. 
Solution was filtered and evaporated, yield of crude product 
was 4.2 g (pale yellow oil). Product was purified using flash 
column chromatography on silica gel (Flash 65i cartridge, 
applied in dichlorome thane solution and eluted with ethyl 

20 acetate-methanol 9:1 mixture). Fractions containing product 
-were combined and evaporated to give pale yellow oil, 2.75 g.. 
LC-MS (m/e). :-,... ,649 (M+1); purity: 100% (254 nm) . Purified 
product was treated with ethanolic hydrogen chloride (1.05 eq) 
and lyophilized (added ethanol to improve solubility before 

25 filtration). Yield of final hydrochloride salt was 2.6 g. 
LC-MS (m/e) : 649 (M+1); purity: 100% (254 nm) . 

^H-NMR ( MeOH- d4 ) : 6 0.74 (t, 3H) , 1.04 (t, 3H) , 1.20 (t, 3H) , 
1.58 (m, 2H) , 1-77 (m, 2H) , 2.64 (q, 2H) , 2.92 (m, IH) , 3.10- 
3.55 (m, 9H) , 4.04 (m, 1H), .4.26 (m, 2H) , 4.90 (s) , 6.77 (m, 
30 IH), 6.96 (d, 2H), 7.23-7.38 (m, 4H) , 7.68 (t, IH) , 7.73 (d, 
IH), 7.96 (d, IH), 8.11 (t, IH) , 8.28 (t, IH) . 

"C-NMR: (MeOH-d4) : 9.76, 10.19, 14.75, 20.21, 21.39, 28.10, 
35.38, 46.60-48.31, 50.75, 54.12, 68.78, 101.22 (t) , 111.53 
(d), 120.48, 125.65, 126.12, 126.97, 128.70, 129.218, 130.56, 
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133.96, 134.97, 138.00, 142.84, 143-53, 145.. 16, 161.31 (d) , 
164.52 (d), 165.96, 167.36, 170.47. 

Analysis: for C36H43CIF2N4O3S x 0.5 H2O calcd. : C, 62 .28; H, 
6.39; N, 8.07; CI, 5.11; found: C, 62.42; H 6.24; N, 8.03; Cl, 
5 5.10. 

EXAMPLE SP-275 

2-Dipropylcarbamoyl"6-methyl-isonicotinic acid 




Commercially available, 2-chloro-methylisotinic acid 
(4.'07g, 23.72 mmol) was dissolved in a 30%MeOH/ THF solution 
(32 ml). (TrimethylsilyDdiazomethane (2.0 M solution in 
15 hexanes) was added dropwise. Bubbling was observed and more 
reagent was added until bubbling ceased (15mL) . The reaction 
mixture was allowed to stir overnight at room temp. Prior to 
" evaporation of solvent, glacial acetic acid was added to the 
^ reaction flask dropwise in order to rid of excess amine. 

20 

EXAMPLE SP-276 




Reference: Fuqiang, J. and Confalone, N. Tet 
Lett., 41, 2000, 3271-3273 

25 Into a R.B flask equipped with a stir bar was added the 

methylated intermediate, tri (dibenzlideneacetone)dipalladium 
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10 



(0), 1,1-bis (diphenylphosphine) , zinc metal dust and zinc 
cyanide. The flask was flushed with nitrogen gas for approx. 5 
min. N,N-dimethylacet amide was added via syringe. The reaction 
mixture was refluxed in an oil bath set at 120°C with a 
condenser under nitrogen atmosphere. Stir vigorously. After 4 
h, the reaction mixture was partitioned between ethyl acetate 
(50 ml) and 2N NH4OH (50 ml) Repeat washing with 2N NH4OH (2 x 
50 ml) followed by brine (50 ml) . Organic phases were 
collected and dried over Na2S04/ filtered and evaporated. 
Purification iby coluinn chromatography was performed with 
eluting solvent (80 :20;Hex/EtOac) . 



EXAMPLE SP-277 



15 




0 o 
NaOH(s) 

^ HO 

MeOH/ H2O 




20 



Dissolve nitrile intermediate (0.206g, 1.170 mmol) in 
methanol (5 ml). Add sodixam hydroxide (0.267g, 6.675 mmol) and 
continue to stir at room temp. After 90 min add water (5 ml) 
and continue to stir for an additional 90 min. Partition 
between chloroform and 2 N HCl (aq) . Add NaCl(s) to aqueous 
phase in order to satxarate. Continue extraction with 
isopropanol : chloroform (1:3). Collect organic phases, dry over 
NaS04/ filter and evaporate. 



25 



EXAMPLE SP-278 



-667- 



wo 03/040096 



PCTAJS02/36072 



1. N(CH2CH2CH3)2, 
NMM, HBTU, CH2CI2 

2. NaOH, MeOH 




10 



Anhydrous dichlorome thane was added to the hydrolyzed 
intermediate (0.136, 0.697 mmol) followed by 4^ 
methylmorpholine. The flask was placed on an ice bath to cool 
prior to addition of HBTU and dipropylamine . The mixture was 
allowed to warm to room temp, over night under nitrogen 
atmosphere. Partition reaction mixture between ethyl acetate 
(25 ml) and water (25 ml) . Wash with water followed by sat. 
NaHCOa (2 x 25 ml) . Organic phase was collected, dried over 
Na2S04/ filtered and evaporated. . 



EXAMPLE SP-279 

15 N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-5- (4-methyl-l, 3-oxazol-2-yl) -N^,N^- 
dipropyl i sophthalamide 




20 Step 1: A stirred solution of methyl 3- (aminocarbonyl) -5- 
[ (dipropyl amino ) carbonyl]benzoate (200 mg, 0.65 mmol) 
chloroacetone (10 mL, 93 mmol) and potassium carbonate (90 mg, 
0.65 mmol) was refluxed for 18 h. The reaction mixture was 
cooled to room temperature, diluted with ethyl acetate, washed 

25 with 2 N sodixam hydroxide (2 x 50 mL) , and saturated sodium 
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chloride, dried (magnesium sulfate) , and concentrated xander 
reduced pressure. Purification by flash colximn chromatography 
(silica, 1:1 ethyl acetate/hexanes) provided methyl 3- 
[ (dipropylamino) carbonyl] -5- (4-methyl-l, 3"Oxazol-2-yl)benzoate 
5 (119 mg) : NMR (300 MHz, CDCI3) 8 8.70 (d, J = 1 Hz, IH) , 
8.20 (d, J = 1 Hz, IH) , 8.09 (d, J ^ 1 Hz, IH) , 7.48 (s, IH) , 
3.96 (s, 3H), 3.46 (d, i7 = 7 Hz, 2H) , 3.16 (t, J = 7 Hz, 2H) , 
2.26 (s, 3H) , 1.71 (d, J = 7 Hz, 2H) , 1.54 (d, J = 7 Hz, 2H) , 

1.00 (t, J = 7 Hz, 3H), 0.74 (t, J = 1 Hz, 3H) ; ESI MS m/z 345 
10 [M + H]*. 

Step 2: A solution of methyl 3- [ (dipropylamino) carbonyl] -5- (4- 
methyl-1, 3-oxazol-2-yl)benzoate (118 mg, .0.34 itimol) in 
methanol (1 mL) and potassium hydroxide (1 mL of a 1.0 M 

15 solution in water, 1 mmol) was stirred at room' 'temperature' * for 
45 min. The solvent was removed under reduced pressure, the 
residue was dissolved in water, extracted with ethyl acetate, 
the aqueous layer was acidified to pH 4 with 1 N hydrochloric 
acid, extracted with chloroform (3 x 100 mL) , and the combined 

20 organics were concentrated under reduced pressure to afford 3- 
[ (dipropylamino) carbbnyl] -5- (4-methyl-l, 3 -oxazol-2-yl) benzoic 
acid (110 mg) : ^H NMR (300 MHz, CD3OD) 5 8.66 (d, J = 1 Hz, 
IH), 8.17 (d, J = 1 Hz, IH) , 8.07 (d, J = 1 Hz, IH) , 7.75 (d, 
J = 1 Hz, IH) , 3.51 (t, J = 7 Hz, 2H) , 3.25 (t, J = 7 Hz, 2H) , 

25 2.23 (s, 3H), 1.74 (d, J = 1 Hz, 2H) , .1.60 (d, J = 1 Hz, 2H) , 

1.01 (t, J = 7 Hz, 3H) , 0.76 (t, J = 7 Hz, 3H) • 

Step 3: A solution of 3- [ (dipropylamino) carbonyl] -5- (4-'me thyl- 
1, 3 -oxazol-2-yl) benzoic -acid (77.5 mg, 0.23 mmol), (2R,3S)-3"- 
30 amino-4- (3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl)amino]butan-2- 
ol dihydrochloride (96 mg, 0.23 mmol), HOBt (32 mg, 0.23 
mmol), and 2\r-methylmorpholine (83 (XL, 0.75 mmol) was stirred in 
dimethyl formamide (2 mL) for 15 min. EDC (73 mg, 0.42 mmol) 
was added and the reaction mixture was stirred overnight. The 
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reaction inixt\ire was diluted with water, and extracted with 
ethyl acetate (3 x 25 mL) . The organic layer was washed with 
1 N hydrochloric acid (25 n>L) , saturated sodiiam bicarbonate 
(25 mL) , satiirated sodium chloride, dried (sodium sulfate), 
5 and concentrated under reduced pressure. Purification by 
flash column chromatography (silica, 1:9 methanol /chloroform) 
provided N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] -2-hydroxypropyi } -5- ( 4-methyl-l , 3-oxa2ol-2- 
yl)-N^,N^-dipropylisophthalamide (40 mg) : NMR (300 MHz, 

10 CDCI3) 5 8.20 (br s, IH, -NH) , 8.17 (s, IH), 8.05 (s, IH) , 7.52 
(s, IH), 7.38 (s, IH) , 7.24-7.08 (m, 5H) , 7.02 (d, J = 8 Hz, 
2H), 6.61 (t, J- = 8 Hz, IH), 4.27 (br s, IH) , 3.93 (d, J = 4 
Hz, IH), 3.85 (s, 2H) , 3.54 (br s, 2H) , 3.43 (br s, 2H) , 2.84 
(d, «7 = 5 Hz, 2H), 2.63 (q, J = 8 Hz, 2H) , 2.18 (s, 3H) , 1.74 

15 (t, J = 5 Hz, 2H) , 1.41 (d, J = 7 Hz, 2H) , 1.22 (t, J = 8 Hz, 
3H), 1.03 (t, J = 1 Hz, 3H), 0.64 (t, J = 7 Hz, 3H); ESI MS 
m/z 647 [M + H]* 

EXAMPLE SP-280 

20 

n'--{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } -N^ , N^-dipropyl-5- ( 1 , 3 -thiazol-2 - 
yl ) isophthalamide 




25 

Step 1: To a -78 °C solution of thiazole (1.2 g) in THF (25 
mL) was added n-butyl lithium (1.6 M in hexanes, 10 mL) . The 
mixture was stirred for 30 min and then allowed to warm to 0 °C 
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in an ice/water bath. Zinc chloride (IM in ethyl ether, 40 
mL) was added and the mixture was stirred for 1 h, at which 
time methyl 3- [ {dipropylamino)carbonyl] -5-iodobenzoate (5.1 g) 
in THF (20 mL) was added, followed by Pd(PPh3)4 (palladiiom 
5 tetrakis triphenylphosphine) (0.68 g) . The mixture was then 
heated at 80 for 2 h, at which time it was allowed to cool 
and partitioned between ethyl acetate and water. The organic 
layers were washed with brine, dried (magnesium sulfate) , and 
concentrated. The residue was chromatographed on silica gel 
10 using ethyl acetate /heptane (50/50) ..to give 4.5 g of methyl 3- 
[ {dipropylamino)carbonyl] -5- (1, 3-thiazol-2-yl)benzoate. 

Step 2 : Methyl 3- [ (dipropyl amino) carbonyl] -5- (1, 3-thiaz6T-2'^'' 
yDbenzoate (4.5 g) was dissolved in THF (20 mL) , methanol (20 

15 mL) / and water (20 mL) . Lithium hydroxide monohydrate (1-1 g) 
was added and the mixture was stirred at room teitrperature for 
1.5 h,. at which time the organic solvents were removed under 
reduced pressure. Some ethyl acetate and water were added and 
the pH was adjusted to about 0 with aq. HCl. The mixture was 

20 extracted with ethyl acetate and the organic layers were 
^ washed with brine, dried (magnesium sulfate) , and concentrated 
to give 3.8 g of 3-[ (dipropylamino)carbonyl] -5- (l,3-thiazol-2- 
yl)benzoic acid 

25 Step 3: A solution of 3- [ (dipropylamino) carbonyl] -5- (1, 3- 
thiazol-2-yl) benzoic acid (156 mg, 0.47 mmol) , (2R,3S)-3- 
amino-4- (3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino)butan-2- 
ol dihydrochloride (191 mg, 0.47 mmol), HOBt (64 mg, 0.47 
mmol), and I\r-me thy Imorpho line (200 fiL, 1.5 mmol) was stirred in 

30 dimethyl formamide (2 mL) for 15 min. EDC (145 mg, 0.84 mmol) 
was added and the reaction mixture was stirred overnight. The 
reaction mixture was diluted with water, and extracted with 
ethyl acetate (3 x 25 mL) . The organic layer was washed with 
1 N hydrochloric acid (25 mL) , saturated sodium bicarbonate 
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(25 mL) / satvirated sodivim chloride, dried (sodium sulfate), 
and concentrated under reduced pressxire. Purification by 
flash column chromatography (silica, 1:9 methanol /chloroform) 
provided N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

5 e thylbenzyl ) amino ] - 2 -hydroxypr opyl } , -dipropyl - 5 - ( 1 , 3 - 

thiazol-2-yl) isophthalamide (33 mg) : NMR (500 MHz, CDCI3) 5 
8.40 (br s, IH, -NH), 8.15 (br s, IH) , 7.94 (br s, IH) , 7.80 
(d, J = 3 Hz, IH) , 7.51 (br s, IH) , 7.34 (d, J" = 3 Hz, IH) , 
7.27-7.24 (m, IH) , 7.21-7.18 (m, 2H) , 7.11-7.10 (m, IH) , 7.00 

10 (br s, IH), 6.62-6.58 (m, IH) , 4.23 (d, J = 5 Hz, IH) , 3.91- 
3.85 (m, 3H), 3.57 (br s, 2H),"'3.31 (br s, 2H) , 3.05 (d, J" = 5 
Hz, 4H), 2.83 (d, , J = 6 Hz, 2H) , 2.64 (q, J = 8 Hz, 2H) , 
1.75 (br s, 2H), 1.44 (t, J = 1 Hz, 2H) , i:22 (t, J = 8 Hz, 
.3H) 1.04 (t, J = 1 Hz, 3H) , 0.65 (t, J = 1 Hz, 3H) ; ESI MS m/ z 

15 . 649 [M + H]*; 

EXAMPLE SP-281 

N— { (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3-ethylbenzyl) amino] -2- 
2 0 hydroxypropyl } -5- ( 1 , 3 -oxazol-2 -yl ) -N^ , N'-dipropylisophthalamide 




F 



Step 1. To an ice-cold, stirred solution of 3-amino-5- 
(metho^Q^carbonyl ) benzoic acid (5.19 g, 26.59 ramol) in a 2 N 
25 hydrochloric acid (156 mL) was added a solution of sodium 
nitrite (1.84 g, 26.67 mmol) in water (10.8 mL) . This mixture 
was then added dropwise to an ice-cold, stirred solution of 
potassium iodide (8.84 g, 53.25 inmol) in water (26.2 mL) . 
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After stirring for 35 min, the reaction mixture was diluted 
with water and extracted with ethyl acetate. The organic 
layer was washed with 5% aqueous sodium thiosulfate, and 
saturated sodixim chloride, dried (sodium sulfate), and 
5 concentrated under reduced pressure. Purification by flash 
column chromatography (silica/ 50:50:2 hexanes /ethyl 
acetate/acetic acid) afforded 3-iodo-5- 

(methoxycarbonyl) benzoic acid (4.48 g) : NMR (500 MHz, DMSO- 
de): 813-49 (br s, IH) , 8.45-8.38 (m, 3H) , 3.83 (s, 3H) ; ESI-MS 
10 {m/z) : 305. [M + H]*. 

Step 2: To a mixture of 3-iodo-5~ (methoxycarbonyl)benzoic acid 
(65.8 g, 0.215 mol) , triethylamine (52.2 g, 0.5li5 mol), and 
dipropylainine (23 .9 g, 0.237 mol) in methylene chloride (950 

15 mL) was added 2-chloro-l-methylpyridinium iodide (65.9 g, 
0.258 mol). The reaction mixture was stirred at room 
temperature for .15 h and then concentrated iinder reduced 
pressure. Purification by silica gel plug (3:1 hexanes/ethyl 
acetate ) provided methyl 3 - [ ( diprbpyl amino ) carbonyl ] - 5 - 

20 iodobenzoate (66.8 g) : ^NMR (300 MHz, CDC13) 5 8.39 (s, IH) , 
7.98 (s, IH), 7.88 (s, IH) , 3.93 (s, 3H) , 3.45 (m, 
2H), 3.14 (m, 2H), 1.69 (m, 2H) , 1.54 (m, 2H) , 0.98 (m, 3H) , 
0.77 (m, 3H) . 

25 Step 3: A stirred solution of 2-triethylstannyloxazole (Chem. 
jyiater. 1994, 6, 1023) (1.5 g, 5.5 mmol) and methyl 3- 
[ (dipropylaminp,) carbonyl] -5 -iodobenzoate (1.8 g, 4.6 mmol) in 
dimethyl formamide (12 mL) was degassed under reduced pressure 
for 15 min and purged with argon. Palladium(O) 

30 tetrakis (triphenylphosphine) (158 "mg, 0.14 mmol) was added and 
the reaction mixture was degassed under reduced pressure for 
15 min and then purged with argon. The reaction mixture was 
heated at reflux for 2 d, cooled to room temperature, diluted 
with ethyl acetate, washed with water (3 x 50 mL) , dried 
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(sodixim sulfate), and concentrated \ander reduced pressure. 
Purification by flash coliamn chromatography (silica, 1:1. ethyl 
acetate /hexanes ) provided methyl 3 - [ ( dipropylamino ) carbonyl ] - 
5-{l,3-oxazol-2-yl)benzoate (423 mg) : NMR (300 MHz, CDCI3) 5 
5 8.73 (s, IH), 8.23 (s, IH) , 8.11 (s, IH) , 7.76 (s, IH) , 7.28 
(s, IH), 3.97 (s, 3H), 3.49 (br s, 2H) , 3.18 (br s,. 2H) , 1.72 
(d, J = 7 Hz, 2H), 1.55 (d, J = 7 Hz, 2H) , 1.00 (t, J = 7 Hz, 
3H), 0.75 (t, J = 7 Hz, 3H) . 

10 Step 4: A solution of methyl 3- [ (dipropylamino) carbonyl] -5- 
(l,3-oxazol-2-yl)benzoate (315 mg, 0.95 mmol) in methanol (3 
iclL) and potassivim hydroxide (3 mL of a 1.0 M solution in 
water, 3 ramol) was stirred at room temperature for 30 min. 
The solvent was removed \inder reduced pressure, the residue 

15 was 'dissolved in water, and extracted with ethyl acetate. The 
aqueous layer was acidified to pH 3 with 1 M hydrochloric 
acid, extracted with chloroform (3 x 100 mL) , and the combined 
organic layers were concentrated under ..reduced pressure to 
afford 3- [ (dipropylamino) carbonyl] -5- (1 , 3-oxazol-2-yl )benzoic 

20 acid (265 mg) : ^H NMR (300 MHz, CD3OD) 6 8.71 (s, IH) , 8.08 (s, 
2H), 8.05 (s, IH), 7.34 (s, IH) , 3.52 {ty J =' 8 Hz, 2H), 3.26 
(t, J = 8 Hz, 2H), 1.75 (q, J = 8 Hz, 2H) , 1.59 (q, J = 8 Hz, 
2H), 1.02 (t, J = 8 Hz, 3H), 0.74 (t, J = 8 Hz, 3H) . 

25 Step 5: A solution of 3- 1 (dipropylamino) carbonyl] -5- (1,3- 
. oxazol-2-yl) benzoic acid (133 mg, 0.42 mmol), (2R, 3S) -3-amino- 
4- (3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol 
dihydrochloride (171 mg, 0.42 mmol), HOBt (57 mg, 0.42 mmol), 
and W-methylmorpholine (148 \JCL, 1.3 mmol) was stirred in 

30 dimethylformamide (2 mL) for 15 min. EDC (130 mg, 0.75 ramol) 
was added and the reaction mixture was stirred overnight . The 
reaction mixture was diluted with water, and extracted with 
ethyl acetate (3 x 25 mL) . The organic layer was washed with 
1 M hydrochloric acid (25 mL) , saturated sodium bicsirbonate 
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(25 mL) , satxirated sodium chloride, dried (sodium sulfate), 
cuad concentrated \jnder reduced pressure. Purification by 
flash coliann chromatography (silica, 1:9 methanol/chloroform) 
provided N^- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl) -3- [ (3- 

5 ethylbenzyl) amino] -2-hydro3cypropyl}-5- (1, 3-oxazol-2-yl) -N^,N^- 
dipropylisophthal amide (62 mg) : rap 65-67 OC; NMR (500 MHz, 
CDCI3) 5 8.21 (br s, IH) , 8.15 (s, 2H) , 7.69 (s, IH), 7.60 (s, 
IH), 7.25 (t, J- = 8 Hz, IH), 7.19-7.17 (m, 3H) , 7 . 10 . (d, J = 8 
Hz, IH), 6.96 (d, J = 8 Hz, 2H),,,6.6p (t, J = 8 Hz, IH) , 4.27 
10 (d, J = 8 Hz, IH), 3.88-3.80 (m, 3H) , 3.53 (br s, 2H) , 3.44 
(br s, 2H), 3.09-3.01 (m, 4H) , 2.85-2.82 (m, 2H) , 2.62 (t, J = 
8 Hz, 2H), 1.74 (br s, 2H) , 1.45 (br s,.2H), 1.21 (t, J = 8 
Hz, 3H) , 1.03 (t, J- = 7 Hz, 3H) , 0.66 (t, - J- = 7 Hz, 3H) ; APCI 
MS m/z 633 [M + H]* 

15 .. 
EXAMPLE SP-281 

N^-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydrojQ^ropyl } -N^-methyl- 5 - ( 1 , 3 -oxazol-2 -yl ) -N^- 
20 propyl isophthalamide 




To 3-{ [Methyl (propyl) amino] carbonyl}-5- (1, 3-oxazol-2- . 

yDbenzoic acid (350 mg, 1.2 mmol) in DMF (5 mL) is added 
diisopropylethylamine (835 \xL, 4.8 mmol), HATU (554 mg, 1.5 
25 iranol), then (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 
ethylbenzyl) amino] butan-2-ol dihydrochloride prepared by the 
method of EXAMPLE SP-272 (488 mg, 1.2. mmol). The reaction is 
stirred for 16 h at room ten^jerature . The reaction is 
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partitioned between chloroform and water. The organic layer 
is washed with 1 N hydrochloric acid, satvirated sodium 
bicarbonate, and saturated sodixim chloride, dried (sodium 
sulfate), filtered, and concentrated under reduced pressure. 
5 Purification . by flash coliann chromatography (silica, 9% 
methanol /chloroform) gives the title compound. ESI MS m/z 
605.3 [M + H]"". 

EXJ^LE^SP-28^^ 

10 

Step 1 

Methyl 3-{ [butyKmethyl) amino] carbonyl}-5-iodobenzoate 



I 




O O 

3-Iodo-5- (methoxycarbonyl)benzoic acid (1 g, 3.3 mmol) is 
15 dissolved in DMF (10 mL) , and diisopropylethylamine (1.7 xoL, 
9.8 mmol), HATU (1.5 g, 3.9 mmol), and J\r-methylbutylamine (581 
4.9 mmol) are added. The reaction stirred at room 
tenrperature 2 h. The reaction is partitioned between ethyl 
acetate and water. The organic layer is washed with saturated 
20 sodium bicarbonate, -and saturated sodium chloride, dried 
(sodium sulfate) , filtered, and concentrated under reduced 
pressure. Purification by flash column chromatography 

(silica, 40% ethyl acetate /hexane) provides the title 
compound. ESI MS m/z 376.1 [M + H]"". 
25 . * 

Step 2 

Methyl 3 - { [butyl (methyl ) amino ] carbonyl } - 5 - ( 1 , 3 -oxaz o 1 - 2 - 

yDbenzoate 
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O O 

To a -70 stirred solution of oxazole (167 mg, 2.4 mmol) 
in tetrahydrofuran (4 mL) is added n-butyllithiiam {1,6 M in 
hexanes, 1.7 mL, 2.7 rnmol) . After 30 ndn, zinc chloride (1 M 
5 ' in diethyl ether, .7.3 mL, 7.3 mmol) is added and the reaction 
mixture is warmed to 0 °C for 1 h. To this mixture is added a 
solution of methyl 3- { [butyl (methyl) amino] carbonyl}- 5- 
iodobenzoate (864 mg, 2.3 mmol) in anhydrous tetrahydrofuran 
(3 mL) followed by palladi\am(0) tetrakis ( triphenylphosphine) 

10 _(112 mg, 0.10 mmol). The reaction mixture is heated at reflux 
for 1.5 h. The reaction mixture is cooled, diluted with ethyl 
acetate, washed with water, and saturated sodium chloride, 
dried (sodi;im sulfate) , filtered, and concentrated under 
reduced pressure. Purification by flash colximn . chromatography 

.15 (silica gel, 60% ethyl acetate/hexane) provides the title 
compound. ESI MS m/z 317.1 [M + H]*". 

Step 3 

3 - { [Butyl { methyl ) amino ] carbonyl } - 5 - ( 1 , 3 -oxazol - 2 -y 1 ) benz oi c 
20 acid 

r=\ 




To methyl 3 - { [butyl (methyl ) amino ] carbonyl } -5 - ( 1 , 3 -oxazol- 
2-yl)benzoate (660 mg, 2.1 mmol) in 

tetrahydrofuran/methanol /water (1:1:1, 9 mL) is added lithium 
25 hydroxide monohydrate (175 mg, 4.2 mmol), and the reaction is 
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Stirred at room temperature 16 h. The solution is diluted in 
chloroform and washed with water and saturated sodium 
chloride, dried (sodium sulfate), filtered, and concentrated 
vmder reduced pressure to give the title compoxmd. ESI MS 
5 miz 301.1 [M - H]'. 

Step 4 

N^-butyl-N^-{ (1S, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-methyl-5- (1, 3-oxa2ol-2- 
10 yDisophthalamide 




F 

3-{ [Butyl (methyl) amino] carbonyl}-5- (1, 3-oxazol-2- 
yl) benzoic acid (237 mg, 0.78 ramol) is dissolved in DMF (5 
mL) , and diisopropylethylamine (546 flL, 3.1 mmol), HATU (358 

15 mg, 0.94 ramol), and (2R, 3S) -3-amino-4- (3 , 5~dif luorophenyl) -1- 
[ (3-ethylbenzyl) amino] butan-2-ol dihydrochloride prepared by 
the method of EXAMPLE SP-272 (319 mg, 0.78 mmol) are added. 
The reaction stirred at room temperature 5 h. The reaction 
mixture is diluted with chloroform, washed with water, IN 

20 hydrochloric acid (aq) , saturated sodium bicarbonate, 
saturated sodium chloride, dried (sodium sulfate) , filtered, 
and concentrated under reduced pressure. Purification by 
flash coluirai cliromatography (silica, 9% methanol /methylene 
chloride) provides the title compound. ESI MS ml z 619.3 [M + 

25 H]*. 

EXAMPLE SP-283 
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N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 
hydroxypropyl}-N^-ethyl-5- (1, 3-oxazol-2-yl) -N^- 
propyl i sophthalamide 

Step 1 

Methyl 3-{ [ethyl (propyl) amino] carbonyl} -5-iodobenzoate 




6 O 

3 -Iodo-5- (methoxycarbonyl) benzoic acid (1 g, 3.3 mmol) is 
dissolved in DMF (10 mL) , and diisopropyletixylamine (1.7 mL, 
9.8 mmol), HATU (1.5 g, 3.9 mmol), and W-ethylpropylamine . (572 

10 fili, 4.9 mmol)- are added. The reaction stirred at room 
temperature 16 h. The reaction is partitioned be twe'en ' ethyl 
• acetate and water. The organic layer is washed with saturated 
sodium bicarbonate, and saturated sodivim chloride, dried 
(sodium sulfate) , filtered, and cohcentrated tinder reduced 

15 pressure. Purification by flash column chromatography 
(silica, 40% ethyl acetate /hexane) provides the title 
compound. ESI MS jh/z. 3.76.1 [M + H]*. 



Step 2 
20 Methyl 

yDbenzoate 



3-{ [ethyl (propyl) amino] carbonyl} -5- (l,3-oxazol-2- 




25 



O O 

To a -70 °C stirred solution of oxazole (106 mg, 1.5 mmol) 
in tetrahydrofuran (4 mL) is added n-butyllithixim (1.6 M in 
hexanes, 1.0 mL, 1.7 mmol). After 30 min, zinc chloride (1 M 
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in diethyl ether, 4.6 mL, 4.6 ininol) is added and the reaction 
mixture is warmed to 0 °C for 1 h. To this mixtiare is added a 
solution of methyl . 3 - { [ ethyl (propyl ) amino ] carbonyl } -5- 
iodobenzoate (535 mg, 1.45 mmol) in anhydrous tetrahydrofuran 
5 (1.8 mL) followed by palladium(O) tetrakis (triphenylphosphine) 
(120 mg, 0.10 mmol). The reaction mixture is heated at reflux 
for 2 h. The reaction mixture is cooled, diluted with ethyl 
acetate, washed with water, and saturated sodium chloride, 
dried (sodium sulfate) , filtered, and concentrated under 
10 reduced pressure. Purification, by flash colximn chromatography 
(silica gel, 60% ethyl, acetate /hexane) provides the title 
conrpound. ESI MS m/z 317.1 [M + H]*. 

Step 3 

15 3"{ [Ethyl (propyl) amino] carbonyl} -5- (l,3-6xa2ol-2-yl) benzoic 
acid 




To methyl 3-{ [ethyl (propyl) amino] carbonyl} -5- (l,3-oxa2ol- 
2-yl)benzoate (375 mg, 1.2 mmol) . in 

20 tetrahydrofuran/methaiiol /water (1:1:1, 9 mL) is added lithium 
hydroxide monohydrate (100 mg, 2.4 mmol) , and the reaction is 
stirred at room temperature 16 h. The solution is diluted in 
chloroform and washed with water and saturated sodium 
chloride, dried (sodium sulfate) , filtered, and concentrated 

25 under reduced pressure to give the title compound. ESI MS 
m/z 301.1 [M - H]". 

Step 4 . 
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N^- { (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (S-ethylbenzyl) amino] -2- 
hydroxypropyl}-N^-ethyl-5- (1, 3-oxazol-2-yl) -N^- 
pr opy 1 i s ophthal ami de 




3-{ [Ethyl (propyl)aiid'n6]carbonyl}-5- (l,3-oxazor-2- 
yl) benzoic acid (290 mg, 0.96 mmol) is dissolved in DMF (5 
mL) / and diisopropyl ethyl amine (668 [XL, 3.8 iranol), HATU (438 
mg, 1.15 mmol), and (2R, 3S) -3-amino-4- (3 /5~dif luorophenyl) -1- 

10 [ (3-ethylbenzyl) amino ]butan-2-ol dihydro chloride prepared by 
the method of EXAMPLE SP--2 72 (391 mg, 0.96 mmol) are added. 
The reaction stirred at room temperature 5 h. The reaction 
inixture is diluted with chlorofoxm, washed with water, IN 
hydrochloric acid . (aq) , saturated sodium' bicarbonate, 

15 saturated sodiiam chloride, dried (sodium sulfate), filtered, 
and concentrated under reduced pressure. Purification by 
flash column chromatography (silica, 9% methanol/methylene 
chloride) provides the title compound. ESI MS m/z 619,3 [M + 
K]\ 

20 

EXAMPLE SP-284 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3- 
(trif luoromethyl) benzyl ] amino}propyl) -N^,N^-dipropyl-5- (1,3- 
thiazol-2-yl) isophthalamide 

25 

Step 1 

Methyl 3-t (dipropylamino) carbonyl] -5- (1, 3-thiazol-2- 

yl)benzoate 
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To 0.5M thiazole zinc bromide (45 mL) is added methyl 3- 
[ (dipropylamino)carbonyl]-5-iodobenzoate {8.6 g, 21.4 mmol) in 
5 THF (130 mL) , then palladium (0) tetrakis (triphenylphosphine) 
(2 g, 1.7 mmol) are added. The reaction mixture is heated at 
reflxix for 16 h, cooled to room temperature, and then 
f iltered. . .,.The solution is washed with water, saturated sodium 
bicarbonate, and saturated sodium chloride, *'drl*ed" '(magnesixam 
10 sulfate), filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (35% ethyl 
acetate /hexane) yields the title compound. ESI MS m/z 347.1 
[M + H]*". 



15 Step 2 . 

3- [ (Dipr6pylamino)carbonyl] -5- (1, 3-thiazol-2-yl)benzoic acid 




Methyl 3- [ (dipropyl amino) carbonyl] -5- (1, 3-thiazol-2- 

yDbenzoate (4.4 g, 12.8 mmol) is dissolved in 1:1:1 

20 tetrahydrofuran/methanol /water (60 mL) , and lithiiom hydroxide 
moiiohydrate is added (1.1 g/ 25.6 mmol), and the .reaction 
stirred 15 min. The solution is concentrated iinder reduced 
pressure and diluted in chloroform. The solution is washed 
with water and, saturated sodivm bicarbonate, dried (magnesiiam 

25 sulfate) , filtered, and concentrated under reduced pressure to 
give the title compound. ESI MS m/z 333.1 [M + H]"". 
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Step 3 

N^-( (lS,2R)-l-(3,5-Difluorobenzyl)-2-hycaroxy-3-{ [3- 
(trif luoromethyDbenzyl] amino}propyl) -N^,N^-dipropyl-5- (1/3- 
5 thiazol-2-yl)isophthalamide dihydrochloride 




p H— CI 

H— CI 

3- [ (Dijgropyleundno -5- (1, 3-thiazol"2-yl)benzoic 

acid is dissolved in DMF (10 mL) , and diisopropylethylamine 
(364 IJLL, 2.1 mmol), HATU (237 mg, 0.62 inmol), (2R, 3S) -3-amino- 

10 4-{3,5-difluorophenyl)-l-{ [3- 

( trif luoromethyDbenzyl] amino }butan-2-ol dihydrochloride 
prepared by the method of EXAMPLE SP-311 (250 mg, 0*52 mmol) 
are added. The reaction stirred at room teirperature 4 h. The 
reaction mixture is diluted with chloroform, washed with 

15 water, saturated sodium bicarbonate, saturated sodium 
chloride, dried, (sodium sulfate), filtered, aj:id concentrated 
xinder reduced pressure. Purification by flash column 

chromatography .... .. (silica, 8% methanol /methylene chloride) 

provides the title compoxmd as the free base. The residue is 

20 dissolved in diethyl ether (3 mL) and IN hydrochloric acid in 
. diethyl ether (2 mL) is added. The mixture is concentrated 
under reduced pressure to yield the title compound. ESI MS 
m/z 689,3 [M + H]*. 

•25 EXAMPLE SP-285 

Step 1 
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3-{ [Butyl (methyl) amino] carbonyl}-5- (1, 3-thiazol-2-yl)benzoic 
acid 




O O 



5 To 0.5M thiazole zinc bromide (4.5 mL). is added methyl 3- 

{ [butyl (methyl) amino] carbonyl}-5--iodobenzoate (700 mg, 1.9 
mmol) in THF (5 mL) , then palladium(O) 

tetraJcis (triphenylphosphine) (175 mg, 0.15 inmol) are added,. 
The reaction mixture is heated at reflux for 16 h, cooled to 

10 room temperature, and then filtered. The solution is washed 
with water, saturated sodium bicarbonate, and saturated sodium 
chloride, dried (magnesium sulfate) , filtered, and 
concentrated under reduced pressure. Purification by flash 
column chromatography (35% ethyl acetate /hexane) yields the 

15 title compound. ESI MS ml z 333.1 [M + H]*, 

• Step 2 

3-{ [Butyl (methyl) amino] carbonyl}- 5 - (1, 3- thiazol-2-yl) benzoic 
acid 



f=\ 




3-{ [Butyl (methyl) amino] carbonyl}-5 - (1, 3-thiazol-2- 
yl)benzoic acid (410 mg, 1.23 mmol) is dissolved in 1:1:1 
tetrahydrofuran/methanol /water (9 mL) , and lithium hydroxide 
monohydrate is added (103 mg, 2.5 mmol), and the reaction 
25 stirred 16 h. The solution is concentrated \ander reduced 
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pressure and diluted in ethyl acetate. The solution is washed 
with water and saturated sodium bicarbonate, dried {magnesium 
sulfate) , filtered, and concentrated under reduced pressure to 
give the title contpound. ESI MS m/z 319.1 [M + H]*. 



10 



15 



20 



25 



Step 3 

N^-Butyl-N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyi} -N^-methyl-5- (1, 3-thiazol-2- 
yl ) isophthalamide 




3-{ [Butyl (methyl) amino] carbonyl} -5- (1, 3-thiazol-2- 
yl) benzoic acid (125 mg, 0.39 inmol) is dissolved in DMF (3 
mL) , and diisopropylethylamine (271 )iL, 1.6 mmol), HATU (178 
rag, 0.47 ramol) , (2R,3S)-3-amino-4-(3, 5-difluorophenyl)-l-{ [3- 
( tri f luoromethyl ) benzyl ] amino }butan-2 -ol dihydrochloride ( 17 6 
mg, 0.43 mmol) are added. The reaction stirred at room 
•temperature 4 h. The reaction mixture is diluted with 
chloroform, washed with water, saturated sodivim bicarbonate, 
saturated sodiiun chloride, dried (sodium sulfate)., filtered, 
and concentrated vmder reduced pressure. Purification by 
flash column chromatography (silica, 8% methanol /methylene 
chloride) provides the title compound as the free base. The 
residue is dissolved in diethyl ether (3 mL) and IN 
hydrochloric acid in diethyl ether (2 mL) is added. The 
mixture is concentrated under reduced pressure to yield the 
title compound. ESI MS m/z 635.3 [M + H]*. 



EXAMPLE SP-286 
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Step 1 

Methyl 3 - { [methyl (propyl ) amino] carbonyl } -5- { 1 , 3-thiazol-2- 

yDbenzoate 




To 0.5M thiazole zinc bromide (4.1 mL) is added methyl 3- 
iodp-5-{ [methyl (propyl) amino] carbonyDbenzoate (616 mg, . 1.7 
iranol) in THF (5 mL) , then palladi\im(0) 

tetrakis (triphenylphosphine) (158 mg, 0.14 mmol) are added. 

10 The reaction mixture is heated . at reflxix for 16 h, cooled to 
room temperature, and then filtered. The solution is washed 
with water, saturated sodiiun bicarbonate, and saturated sodium 
chloride, dried (magnesium sulfate), filtered, and 
concentrated under reduced pressure. Piirif ication by flash 

15 column chromatography (35% ethyl acetate /hexane) yields the 
title coitpound. ESI MS m/ z 319.1 [M + H]". 

Step 2 

N^-{ (IS, 2R) -1- (3 , 5-Dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
20 hydroxypropyl}-N^-methyl-5- (1, 3-thiazol-2-yl) -N^- 
propylisophthalamide • - . . 
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Methyl 3 - { [methyl (propyl ) amino ] carbonyl } - 5 - ( 1 , 3 -thiaz ol - 
2-yl)benzoate (390 mg, 1.22 mmol) is dissolved in 1:1:1 
tetrahydrofuran/methanol /water (9 mL) , and lithium hydroxide 
monohydrate is added (103 mg, 2.4 mmol), and the reaction 
5 stirred 2 h. The solution is concentrated under reduced 
pressure. The residue is redissolved in DMF (5 mL) , and 
diisopropylethylamine (355 jXL, 2.0 mmol), HATU (230 mg, 0.61 
mmol) , {2R,3S)"3-amino-4-(3,5-difluorophenyl)-l-[ (3- 

,e thylbenzyl ) amino ] butan-2 -ol dihydrochloride prepared by the 

10 method of EXAMPLE SP-272 (206 mg,.. 0 .51 mmol) are added. The 
reaction stirred at room temperature 16, h. The reaction 
mixture is diluted with ethyl acetate, washed with water, 
saturated sodioom bicarbonate/ saturated sodium chloride, dried 
(sodium sulfate), filtered, and concentrated under reduced 

15 pressure. Purification by flash column chromatography 

(silica, 9% methanol /methylene chloride) provides the . title 
contpoxmd. ESI MS ml z 621.3 [M + H]*. 

EXAMPLE SP-287 

20 . . . 

{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2- 
hydr oxypropyl } -dipr opyl - 5 -pyr idin- 4 -yl i sophthalamide 
dihydrochloride 

25 Step 1: To a stirred solution of borate ester methyl 3- 
■ [ (dipropylamino) carbonyl] -5- (3,3,4, 4-tetramethylborolan-l- 
yDbenzoate dissolved in 1,4-dioxane (9.3 mL) was added sodium 
carbonate (2 mL of a 2 M solution in water, 4 mmol), 4- 
bromopyridine hydrochloride (250 mg, 1.3 mmol), and the 

30 reaction mixture was degassed for 15" min. The reaction 
mixture was flushed with argon and heated to reflux overnight. 
The reaction mixture was cooled to room tempera txire , diluted 
with water, extracted with ethyl acetate (3 x 50 mL) , dried 
(magnesium sulfate) , filtered, and concentrated under reduced 
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pressure. Pxirif ication by flash column, chromatography 
{silica, 1:1 ethyl acetate/hexanes) provided methyl 3- 
[ (dipropylamino) carbonyl]-5-pyridin-4-ylbenzoate (240 mg) : 

NMR (300 MHz, CDCI3) 5 8.46 (d, J = 7 Hz, 2H) , 8.10 (t, J = 3 

Hz, IH), 8.04 (t, J = 3 Hz, IH) , 7.97 (t, J = 3 Hz, IH) , 7.48 
(d, J = 6 Hz, 2H), 3.45 (m, 2H) , 3.16 (m, 2H) , 2.09 (s, 3H) , 

1.69 (m, 2H), 1.54 (m, 2H) , 0.94 (m, 3H) , 0.74 (m, 3H) . 

Step 2: To a stirred solution of 1-methyl 3- 
[ (dipropylamino) carbonyl] -5-pyridin-4-"ylbenzoate (240 mg, 0.7 
ramol ) in methanol (1.5 mL) , tetrahydrof uran (0.7 mL) , and 
water (0.7 mL) was added lithitim hydroxide (58 mg, 1.4 ramol) . 
The reaclfibri^ mixture was stirred for 4 h, and concentrated 
under reduced pressure. The residue was dissolved in water, 
and' extracted with ethyl acetate (3 x 7 5 mL) . The aqueous 
■layer was acidified to pH 5 with 1 N hydrochloric acid and 
extracted with chloroform (4 x 50 mL) . The combined organic 
extracts were dried (magnesi\im sulfate) , filtered, and 
concentrated iinder reduced pressure , to provide a pyridine (160 
mg): ^H NMR (300 MHz,. CDCI3) 5 8.79 (d, J = 5 Hz, 2H) , 8.45 (s, 
IH), 8.19 (s, IH), 7.89 (s, IH) , 7.69 (d, J = 6 Hz, 2H) , 3.50 

(d, 17 = 7 Hz, 2H), 1.74 (d, J = 7 Hz, 2H) , 1.02 (m, 3H) , 0.78 

(m, 3H). 

Step 3: To a stirred solution of pyridine from step 3 (160 mg, 
.0.49 ramol) in dichloromethane (1.96 mL) was added DIPEA (190 
mg, 1.47 ramol), HATU (278 mg, 0.73 mmol) , and HOBt (99 mg, 
0.73 mmol), followed by amine 2 (200 mg, 0.49 mmol). The 
reaction mixture was stirred overnight at room temperature. 
The reaction mixture was partitioned between dichloromethane 
and water. The organic layer was washed with saturated sodium 
bicarbonate, saturated sodium chloride, dried (magnesium 
sulfate), filtered, and concentrated under reduced pressure. 
The resulting oil was dissolved in a minimal amount of 
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methanol/ and precipitated with hydrochloric acid (10 mL of a 
1 M solution in diethyl ether,. 10 iranol) • The precipitate was 
filtered, washed with diethyl ether, and dried under vacuum to 
. afford the title compound (100 mg) : rap 166-169 °C; APCI MS m/z 
5 643 [M + H]*. 

EXAMPLE SP-288 

N-{ (1S,2R) -1- (3, S-difluorobenzyl) -3- [ (S-ethylbenzyl) amino] -2- 
10 hydroxypropyl } -4- [ (methylsulf onyl ) methyl ] piperidine-1- 
carboxamide: 

Step 1: To-' ail '•ice--cold, stirred solution of acid l-(tert- 
butoxycarbonyl)piperidine-4-carboxylic acid (1.0 g, 4.4 mmol) 

15 in tetrahydrofuran (11 mL) was added borane-dimethylsulf ide 
complex (3.4 mL of a 2.0 M solution in tetrahydrofuran, 6.8 
mmol) . After 2 h, the reaction mixture was quenched with 
methanol, and concentrated under reduced pressure to provide 
an alcohol (939 mg) : NMR (300 MHz, CDCI3) 8 4.11 (br s, 2H) , 

20 3.50 (t, J = 6 Hz, 2H), 2.68 (d, J = 12 Hz, 2H) ,1.74-1 . 65 (m, 
3H), 1.45 (s,-9H), 1.31 (t, J = 7 Hz, IH) , 1.14 (dd, J = 12, 4 
Hz, 2H) . 

Step 2: To an ice-cold, stirred solution of the alcohol from 
25 step 1 (450 mg, 2.1 mmol) and triethylamine (0.32 mL, 2.3 
mmol) in tetrahydrofuran (6 mL) was added methanesulf onyl 
chloride (0.18 mL,. 2.3 mmol). The reaction mixture was 
stirred for 5 min and then sodium iodide (375 mg, 2.3 mmol) 
was added. The reaction mixture was warmed to room 
30 temperature and filtered. To the collected filtrate was added 
sodium thiomethoxide (161 mg, 2.3 mmol) and the reaction 
mixture was heated at reflux for 24 h. The reaction mixture 
was cooled to room temperature, diluted with ethyl acetate, 
washed with water, and saturated sodium chloride, dried 
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(sodium sulfate) , filtered, and concentrated under reduced 
pressure to provide - tert-butyl 4- 

[ (methyl thio) methyl ]piperidine-l-carboxylate (430 mg) : NMR 
(300 MHz, CDCI3) 6 4,11 (t, J = 7 Hz, 2H) , 2.69 (t, J = 12 Hz, 
5 2H), 2.42 (d, J 1 Hz, 2H) , 2.10 (s, 3H) , 1.83-1.78 (m, 2H) , 
1.66-1.59 (m, 2H), 1.45 (s,. 9H) , 1.26-1.06 (m, 2H) . 

Step 3: A solution of sulfide from step 2 (420 mg, 1.7 mmol) , 
hydrogen peroxide (11 mL of a 30% solution in water, 170 

10 mniol) , and sodium bicarbonate (143 mg, 1.7 mmol) in acetone 
(10 mL) was stirred for 18 h. The reaction mixture was washed 
with 1.3 N sodium hydroxide, and saturated sodixam chloride, 
dried (magnesium sulfate) , filtered, and concentrated \ander 
reduced pressure to provide a sulfone (390 mg) : ^H IsnyiR (300 

15 MHz, CDCI3) □ 4.11 (t, J = 7 Hz, 2H) , 2.94 (s, 3H) , 2.81-2.73 
(m, 2H), 2.35-2.20 (m, 2H) , 1.96-1.91 (m, 2H) , 1.45 (s, 9H) , 
1.38-1.23 (m, 3H) . 

Step 4: A solution of sulfone from step 3 (390 mg, 1.4 mmol) 
20 and hydrochloric acid (4 mL of a 4 M solution in dioxane, 14 
mmol) was stirred for 18 h. The resulting precipitate was 
collected by filtration to . provide tert-butyl 4- 
[ (methylsulfonyl) methyl] piperidine-l-carboxylate (220 mg) : ^H 
NMR (300 MHz, DMSO-ds) 5 8.94 (br s, IH) , 8.70 (br s, IH) , 
25 3.24-3.15 (m,. 4H) , 3.00 (s, 3H) , 2.89 (q, i7 = 7 Hz, 2H) , 2.29- 
2.18 (m, IH), 1.97 (d, J = 13 Hz, 2H) , 1.57-1.43 (m, 2H) . 

Step 5: To an ice-cold, stirred solution of triphosgene (108 
mg, 0.36 mmol) and diisopropylethylamine (0.6 mL, 3.3 mmol) in 
30 methylene chloride (2.0 mL) was added amino sulfone from step 
4 (210 mg, 0.98 mmol) in methylene chloride (3.5 mL) dropwise. 
After 5 min a solution of dihydrochloride of (2R, 3S) -3-amino- 
4-« ( 3 , 5 -di f luorophenyl ) -1 - [ ( 3 -ethylbenzyl ) .amino ] butan-2 -ol (401 
mg, 0.98 mmol) was added and the reaction mixture was warmed 
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xintil the solution became homogeneous. The reaction mixture 
was diluted with methylene chloride, washed with 1 N 
hydrochloric acid (25 mL) , saturated sodium bicarbonate (25 
mL), and saturated sodium chloride, dried (magnesium sulfate), 
5 filtered, and concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 15:85 
methanol /chloroform) provided a clear solid. The solid was 
dissolved in methanol (1 mL) , and treated with hydrochloric 
acid (0.3 mL of a 1.0 M solution in diethyl ether, 0.3 mmol) • 
10. The resulting precipitate was collected by filtration to 
provide the title compound (38 mg) : mp 130-134 °C; APCI MS ml z 
538 [M + H]*. 

EXAMPLE SP-289 

15 . . • " ■ ' '"'"'^ ' 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 

hydr oxypropyl } - 4 - [ (methyl sul f onyl ) methyl ] cyclohexane 

carboxamide 

20 Step 1: To a stirred solution of dimethyl cyclohexane-1, 4- 
dicarboxylate (10.2 g, 51 mmol) in a mixture of 2:1:1 
tetrahydro f ur an/me thanol /water (52 mL) was added lithium 
hydroxide (2.13 g, 51 mmol). The reaction mixture was stirred 
at room teitperature for 18 h. The solvent was removed under 

25 reduced pressure and the residue was partitioned between 
diethyl ether and water. The aqueous layer was acidified to 
pH 4 with 1 N hydrochloric acid, and the precipitate 
collected, and dried iinder vacuum to afford 4-- 
(methoxycarbonyl)cyclohexanecarboxylic acid (7.4 g) : NMR 

30 (300 MHz, CDCI3) 5 3.68 (s, 3H) , 2.33-2.27 (m, 2H) , 2.11-2,06 
(m, 4H), 1.50-1.43 (m, 4H) . 

Step 2: To an ice-cold, stirred solution of acid (3.2 g, 17 
mmol) in tetrahydro fur an (40 mL) was added borane-dimethyl 
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sulfide conrplex (12 mL, 22 mmol) . The reaction loixture was 
heated at 70 °C for 2 h and a 1:1 mixture of acetic acid/water 
(10 mL) added. The resulting mixture was concentrated. 
Purification by flash coliamn chromatography (silica, 1:1 
5 hexanes/ ethyl acetate) provided methyl 4 

(hydroxymethyl ) cyclohexanecarboxylate (1.26 g) : NMR (300 

MHz, CDCI3) 6 3.67 (s, 3H) , 3.48-3.46 (m, 2H) , 2.26-2.15 (m, 
IH), 2.05-1.85 (m, 4H) , 1.52-1.42 (m, 3H) , 1.02-0.97 (m, 2H) . 

10 Step 3: To an ice-cold, stirred solution of the alcohol (365 
mg, 2.12 mmol) and triethylamine (440 pL, 4.8 mmol) in 
methylene chloride (5 mL) was added mesyl chloride (200 |XL, 2.6 
mmol) . The reaction mixture was stirred for 20 min and then 
. partitioned between methylene chloride and water. The organic 
15 layer was washed with 1 M hydrochloric acid, and saturated 
v"" ^sodiiim bicarbonate , dried (magnesium sulfate ) , and 
concentrated under reduced pressure to afford a the desired 
""'"^T "mesylate, which was carried on without purification or 
characterization . 
20. - . - ; . 

Step 4: To a stirred solution of the mesylate from step 3 
(2.12 mmol) in tetrahydrofuran (5 mL) was added sodium iodide 
(640 mg, 4.3 mmol) . The reaction mixture was heated to 60 °C 
for 5 h and then filtered. The reaction mixture was 
25 concentrated under reduced pressure, and carried on without 
purification or characterization. 

Step 5: To a stirred solution of the iodide from step 4 (2.12 
iraaol) in a mixture of JW, W-dimethylformamide (10 mL) and 
30 tetrahydrofuran (1 mL) was added sodium thiomethoxide (450 mg, 
6.4 mmol). The reaction mixture was heated at 70 ®C for 15 h. 
The reaction mixture was allowed to cool to room temperature, 
the solvents were removed, and the residue was partitioned 
between ether and water. The aqueous layer was acidified to 
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pH 1 with 1 N hydrochloric acid, extracted with ethyl acetate/ 
dried (sodiiun sulfate) , filtered, and concentrated under 
reduced pressure to afford methyl 4- 

[ (methyl thio) methyl ]cyclohexanecarboxylate (230 mg) : NMR 
5 (300 MHz, CD3OD) 5 2.40-2.37 (m, 2H) , 2.22-2.05 (m, IH) , 2.05 
(s, 3H), 2.02-1.93 (m, 4H) , 1.48-1.38 (m, 3H) , 1.03-0.95 (m, 
2H) . 

Step 6: To a stirred solution of the methyl sulfide (240 mg, 
10 1.3 . mmol) in sodium hydroxide solution (3.5 mL, 0.5 M 
solution) was added sodium bicarbonate (870 mg, 10.3 mmol) and 
acetone (1 mL) followed by the addition of a solution of oxone 
(1.0 g, 1.7 mmol) in 0.0004 M EDTA (4 mL) . The reaction 
mixture was stirred at room teitperature for 2 h and then 
15 quenched with sodium bisulfite. The reaction mixture was 
acidified with hydrochloric acid and extracted with ethyl 
acetate (3 x 100 mL) . The combined organic layers were washed 
with water, dried (sodium sulfate), filtered, and concentrated ....^ — 
\inder reduced pressure to provide acid 4- 
20 [ (methyl thio) methyl] cyclohexanecarboxylic acid (240 mg) : NMR 
(300 MHz, CD3OD) 5 3.06-3.04 (m, 2H) , 2.96 (s, 3H) , 2.28-2.20 
(m, IH), 2.08-1.98 (m, 5H) , 1.50-1.40 (m, 2H) , 1.21-1.16 (m, 
2H) . . 

25 Step 7: To a stirred solution of the acid (120 mg, 0.6 mmol), 
(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 

ethylbenzyl) amino ]butan-2-ol (230 mg, 0.6 mmol), and HATU (210 
mg, 0.6 mmol) in methylene chloride (5 mL) was added 2\r, 
diisopropylethylamine . (340 |JtL, 1.93 mmol). The reaction 
30 mixture was stirred at room temperature for 18 h. The 
reaction mixture was partitioned betwfeen methylene chloride 
and water. The organic layer was washed with water, dried 
(sodiiim sulfate) , filtered, and concentrated under reduced 
. pressure to afford a crude oil. Purification by flash column 

-693- 



wo 03/040096 




PCTAUS02/36072 



chromatography (silica, gradient 95:5 to 93:7 methylene 
chloride/methianol) provided the title compoxind (35 mg) : mp 
178-180 aC; ESI MS ml z 537 [M + H]*. 

5 EXAMPLE SP-290 

N-{ (IS, 2R) -1-- (3, 5-difluorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 
hydroxypropyl}-5-piperidin-4-yl-N\ (u) 3\ (d) ,N\ (u) 3\ (d) - 
dipropylisophthalamide 

10 

Step 1: To a -70 ^'C stirred solution of N-Boc-piperidone (500 
mg, 2.5 mmol) in tetrahydrofuran (11 mL) was added lithium 
diisopropylamine (1.37 mL of a 2 M solution in 
tetrahydrofuran, 2.75 mmol). The reaction mixture was stirred 

15 for 2 h, warmed to 0 °C, and W-phenyltriflamide (955 mg, 2.67 
mmol) was added. The solution was allowed to warm to room, 
temperature and was stirred for 12 h. The reaction mixture 
was concentrated under reduced pressure.. Purification by 
flash colvimn chromatography (3:1 hexanes/ethyl acetate) 

20 afforded tert -butyl 4-{ [ (trif luoromethyl) sulf onyl] oxy}-3 , 6- 
dihydropyridine-l(2H)-carboxylate (240 mg) : NMR (300 MHz, 
CDCI3) 5 5.77 (s, IH), 4.05 (m, 2H), ,3..63 (m, 2H) , 2.45 (m, 2H) , 
1.48 (s, 9H) . 

25 Step 2:. To a stirred solution of the trif late (240 mg, 0.72 
mmol) and borate ester methyl 3- [ (dipropylamino)carbonyl] -5- 
(3, 3, 4, 4-tetramethylborolan-l-yl)benzoate (280 mg, 0.72 mmol) 
in dioxane (3 ipL) was added sodium carbonate (1.1 mL of a 2 M 
solution in water, 2.16 mmol). The reaction mixture was 

30 flushed with argon, palladium(O) tetrakis (triphenylphosphine) 
(34 mg, 0.03 mmol) was added, and the reaction mixture was 
heated at reflxax for 12 h. The reaction mixture was cooled to 
room temperature, filtered through diatomaceous earth, dried 
(magnesium sulfate) , filtered, and concentrated under reduced 
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pressure. Purification by flash colijunn chromatography (90:10 
chloroform/methanol) afforded an acid (160 mg) : NMR (300 
MHz, CDCI3) 88.11 (s, IH), 7.95 (s, IH) , 7.58 (s, IH) , 6.15 (br 
- s, IH), 4.10 (s, 2H), 3.65 (m, 2H) , 3.48 {m, 2H) , 3.16 (s, 
5 2H), 2.54 (s, 2H), 1.70 (s, 2H) , 1.50 (s, 9H) , 1.25 (m, 2H) , 
0.99 (s,. 3H), 0.76 (s, 3H) . 

Step 3: A solution of the acid from step 2 (160 mg, 0.37 mmol) 
and 10% Pd/C (25 mg) in ethanol (10 mL) was degassed with 

10 nitrogen for 15 min, and shaken . imder an atmosphere of 
hydrogen at 50 psi for 12 h. The reaction mixture was 
filtered through diatomaceous earth, and concentrated under 
reduced pressure to give acid 3-[l-(tert- 

but oxycarbonyl ) piper idin-4 -yl ] - 5 - 

15 [ (dipropyl amino ) carbonyl] benzoic acid (121 mg) , which was 
carried on without further purification: "^H NMR (300 MHz, 
CDCI3). 87.94 (d, J = 12 Hz, 2H), 7.44 (s, IH) , 4.27 (br s, 2H) , 
3.43 (m, 2H), 3.14 (m, 2H) , 2.78 (m, 4H) , 1.84 (m, 3H) , 1.63 
(m, 6H), 1.49 (s, 9H), 1 .23 (m, 3H) , 0 . 86 (m, 3H) , 0.75 (m, 

20 3H) . 

Step 4: To a stirred solution of the acid (120 mg, 0.28 mmol) 
in methylene chloride (2 mL) was added N,N- 
diisopropylethylamine (0.141 mL, 0.84 mmol), HOBt (56 mg, 0.42 

25 mmol), and HATU (160 mg, 0.42 mmol), followed by (2R,3S)-3- 
amino-4- (3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2- 
ol (114 mg, 0.28 mmol). The reaction mixture was stirred for 
16. h at room tenperature. The reaction mixture was diluted 
with- methylene chloride (25 mL) , washed with water, -saturated 

30 sodium bicarbonate, and saturated sodium chloride, and dried 
(magnesium sulfate) , filtered, and concentrated under reduced 
pressure. Purification by flash column chromatography (93:7 
chloroform/methanol) afforded a piperidine (90 mg) : ^H NMR (3 00 
MHz, CDCI3) 5 7.61 (s, IH), 7.54 (s, IH) , 7.43 (s, IH) , 7.14 (m, 
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6.79 (m, 2H), 6,64 (m, IH) , 4.29 (m, 3H) , 3.68 (m, 4H) , 
3.47 (m, 2H), 3.02 (m, 4H) , 2.77 (m, 5H) , 2.66 {m, 2H) , 1.71 
(m, 8H) , 1.48 (s, 9H) , 1.24 (m, 5H) , 0.99 (m, 3H) , 0.73 {m, 
3H) . 

5 

Step 5: A solution of piperidine from step 4 (90 mg, 0.12 
itimol) and hydrochloric acid (0.3 mL of a 4.0 M solution in 
dioxane, 1.2 mmol) was stirred for 30 min at room temperature. 
The reaction mixture was concentrated under reduced pressure, 
10 washed with, ether (50 mL) , and filtered. Purification by 
flash colvimn ^ chromatography (89:10:1 

chloroform/methanol/ ammonium hydroxide) afforded the title 
coirpound (35 mg) : rap 84-87 ^C; ESI MS m/z 649 [M + H]*. 

15. EXAMPLE SP-291 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 
hydroxypropyl } -3 -methyl-5- { 1 , 3 -oxazol-2 -yl >benzamide 
hydrochloride 

20 

Step 1: To an ice-cold, stirred solution of acid 3- 
(methoxycarbonyl) -5-nitrobenzoic acid (24.6 g, 0.11 mol) in 
tetrahydrofuran (200 mL) was added borane-dimethylsulf ide 
complex (82 mL of a 2.0 M solution in tetrahydrofuran, 0.16 

25 mol) and the reaction mixture was heated at reflux for 24 h. 
The reaction mixture was cooled to- room temperature, quenched 
with methanol, and the solvent was removed under reduced 
pressure. Purification by flash column chromatography 

(silica, 1:1 ethyl acetate/hexanes) provided an alcohol (16 

30 g): NMR (300 MHz, DMSO-de) 5 8.51 (d, J = 1 Hz, IH) , 8.42 (s, 
IH), .8.32 (s, IH), 5.69 (t, J = 6 Hz, IH) , 4.70 (d, J = 6 Hz, 
2H) , 3.93 (s, 3H) . 
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Step 2: To an ice-cold, stirred solution of the alcohol from 
step 1 (6,6 g, 32 mmol) in methylene chloride was added 
phosphorus tribromide (1.5 mL, 16 inmol) and the reaction 
mixture was stirred for 40 min. The reaction mixtixre was 
5 diluted with methylene chloride, washed with saturated sodium 
bicarbonate/ and saturated sodivim chloride, dried (magnesium 
sulfate) , filtered, and concentrated under reduced pressure to 
give a bromide (8.1 g) : NMR (300 MHz, DMSO-de) 5 8.79 (t, J- 
= 2 Hz, IH), 8.45 (t, J = 2 Hz, IH) , 8.39 (d, J = 2 Hz, IH) , 
10 4.57 (s, 2H) , 4.00 (s, 3H) . 

Step 3: A solution of bromide from step 2 (8,1 g, 32 mmol) and 
10% Pd/C (1.0 g) in 13:4:1 methanol /ethyl acetate/acetic acid 
(90 mL) was shaken under an atmosphere of hydrogen at 45 psi 
15 for 24 h. The reaction mixture was filtered through 
diatomaceous earth, and concentrated under reduced pressure to 
provide 1 methyl 3-amino-5-methylbenzoate (2.8 g) : ESI MS ml z 
166 [M + H]\ 

20 Step 4: To an ice-cold, stirred solution of the aniline (2.8 
g, 17 mmol) in 2 N hydrochloric acid (48 mL) was added a 
solution of sodium nitrite (1.2 g, 17 mmol) in water (10 mL) , 
and the reaction mixture was stirred for 30 min. This 
reaction mixture was added to an ice-cold, stirred ' solution of 

25 potassium iodide (5.6 g, 34 mmol) and copper (I) iodide (1.6 g, 
8.6 mmol) in water (10 mL) . The reaction mixture was warmed 
, to room temperature over 2 h and then diluted with ethyl 
acetate. The organic layer was washed with a 10% solution of 
sodium thiosulfate, and saturated sodium chloride, dried 

30 (magnesium sulfate), filtered, and concentrated Tinder reduced 
pressxire. Purification by flash column chromatography 

(silica, 1:9 ethyl acetate/hexanes) provided an iodide (1.4 
g): ^H NMR (300 MHz, CDCI3) 5 8.16 (s, IH) , 7.80 (d, J = 1 Hz, 
IH), 7.72 (d, J- = 1 Hz, IH), 3.90 (s, 3H) , 2.35 (s, 3H) . 
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Step 5: To a -70 °C stirred solution of oxazole (174 mg, 2.5 
mmol) in tetrahydrofuran (5 mL) was added n-butyllithiiam (1.7 
mL of a 1.6 M solution in hexanes, 2.8 mmol). After 30 min, 
5 zinc chloride (7.5 mL of a 1 M solution in diethyl ether, 7.5 
mmol) was added and the reaction mixture was wanned to 0 °C for 
1 h. To this mixture was then added iodide from step 4 (695 
ing, 2.5 mmol) followed by palladium (0) tetrakis- 
(triphenylphosphine) (145 mg, 0.13 mmol) . The reaction 

10 mixture was heated at reflux for 16 h. The reaction mixture 
was cooled, and diluted with ethyl acetate (50 mL) , The 
organic layer was washed with water, and saturated sodium 
chloride, dried (magnesium sulfate), • filtered, and 
concentrated \inder reduced pressure. Purification by flash 

15 column chromatography (silica, 1:1 ethyl acetate/hexanes) 
provided an oxazole (330 mg) : NMR (300 MHz, CD3OD) 5 8.45 
(s, IH), 8.08 (d, J-= 1 Hz, IH), 8.01 (s, IH) , 7.97 (d, J= 1 
Hz, IH), 7.32 (s, IH), 3.95 (s, 3H) , 2.48 (s, 3H) ; ESI MS ml z 
218 ...[M.+ H]*. 

20 

Step 6: To a stirred solution of the ester from step 5 (384 
mg, 1.7 mmol) in methanol (5 mL) was added potassium hydroxide 
(15 mL of a 1.0 M solution in water, 15 mmol). The reaction 
mixture was stirred at room temperature . for 2 h and 

25 concentrated under reduced pressure. The residue was diluted 
with water and washed with ethyl acetate. The aqueous layer 
• was acidified to pH 5 with 1 N hydrochloric acid and extracted 
with chloroform (4 x 100 mL) . The combined organic extracts 
were dried (sodixam sulfate) , filtered, and concentrated under 

30 reduced pressure to give an acid (358 mg) : NMR (300 MHz, 
DMSO-ds) 8 13.2 (br s, IH) , 8.32 (s, IH) , 8.20 (s, IH) , 8.03 
(s, IH), 7.93 (s, IH), 7.42 (s, IH) , 2.45 (s, 3H) . 
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Step 7: A solution of the acid from step 6 (358 mg, 1.8 iranol) , 
HATU (1.0 g, 2.6 mmol) , HOBt (357 mg, 2.6 iraaol) , and 
diisopropylethylamine (500 JIL, 2.6 nunol) was stirred in 
methylene, chloride (2.0 itiL) for 15 itiin. A solution of 
dihydrochloride of (2R, 3S) -3-aitiino-4- (3 , 5-dif luorophenyl) -1- 
[ (3-ethylbenzyl)amino]butan-2-ol (718 mg, 1.8 inmol) and 
diisopropylethylaitiine (500 fiL, 2.6 inniol) in methylene chloride 
(2.0 mL) was added and the reaction mixture was stirred 
overnight. The reaction mixturie was diluted with methylene 
chloride, washed with 1 N hydrochloric acid (20 mL) , saturated 
sodium bicarbonate (20 mL) , and saturated sodium chloride, 
dried (magnesium sulfate) , filtered, and concentrated under 
reduced pressure. Purification by - flash column chromatography 
(silica, 1:9 methanol /chloroform) provided a clear solid. The 
solid was dissolved in methanol (2 mL) , and treated with 
hydrochloric acid (0.5 mL of a 1.0 M solution in diethyl 
ether, 0.5 mmol) . The resulting precipitate was collected by 
filtration to provide the title compound (250 mg) : mp 105-107 
^C; APCI MS m/z 520 [M + H]"". 

EXAMPLE SP-292 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-5- [ (methylsulfonyl ) methyl ] thiophene-2- 
carboxamide 

Step 1: To a solution of acid 5- (methoxycarbonyl) thiophene-2- 
carboxylic acid (1.00 g, 5.37 mmol) in tetrahydrofuran (21.5 
mL) was added borane-dimethylsulfide complex (3.0 mL of a 2.0 
M soltion in tetrahydrofuran, 6.00 mmol) . The reaction 
mixture was heated at reflux for 24 h and then carefully 
quenched with anhydrous methanol (1.0 mL) and cooled to room 
temperature. The reaction mixture was acidified with 1 N 
hydrochloric acid and extracted with ethyl acetate. The 
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combined organic phases were washed with water, and saturated 
sodium chloride, dried (sodium sulfate) , filtered, and 
concentrated to yield the desired alcohol (820 mg) : NMR (300 
MHz, CDCI3) 5 7.65 (d, J = 4 Hz, IH), 6.96 (d, J = 4 Hz, IH) , 
5 4.83 (s, 2H) 3.87 (s, 3H) . 

Step 2: To a 0 °C solution of the alcohol prepared in step 1 
(805 mg, 4.67) in tetrahydrofuran (31 mL) containing 
triethylamine (790 jiL, 5.61 mmol) and dimethylaminopyridine (6 

10 mg) was added methanesulfonyl chloride (400 jiL, 5.14 mmol) and 
the reaction mixture was stirred for 0.5 h. The reaction 
mixture was filtered and the filtrate concentrated under : 
reduced pressure to provide the* crude mesylate, which was used 
in the next step without further purification: ^H NMR (300 

15 MHz, CDCla) 5 7.70 (m, IH) , 7.18 (m, IH) , 5.39 (s, 2H) , 3.90 
(s,. 3H|,. .2.97 (s, 3H) . 

Step 3: To the mesylate 'prepared in step 2 in ]\r,i\r- 
dimethylformamide (10 iriL) was added sodiiam thiomethoxide (516 

20 mg, 7.0 mmol) and the reaction mixture was warmed to 50 °C for 
18 h. The reaction was diluted with water (200 mL) and 
extracted with chloroform (4 x 25 mL) . The combined organic 
phases were washed with 5% lithium chloride, water, and 
saturated sodium chloride, dried (sodium sulfate), filtered, 

25 and concentrated under reduced pressure to give the desired 
sulfide (760 mg) which was used without further purification: 
^H NMR (300 MHz, CDCI3) 5 7.64 (d, J = 4 Hz, IH) , 6.93 (d, J* = 
4 Hz, IH) , 3.89 (m, 5H) , 2.08 (s, 3H) . 

30 Step 4: To a 0 solution of the sulfide prepared in step 3 
(760 mg, 3.75 mmol) in chloroform (6.25 mL) was added 70% m- 
CPBA (2.31 g, 9.37 mmol) and the reaction stirred at 0 for 
2.5 h. The reaction mixture was then diluted with chlorofoim 
and washed with 1 N sodium hydroxide, water, and saturated 
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sodium chloride, dried (sodium sulfate) , filtered, and 
•concentrated under reduced pressure to provide the desired 
sulfone (780 mg) which was used without further purification: 
NMR (300 MHz, CDCI3) 5 7.74 (d, J = 4 Hz, IH) , 7.20. (d, J = 
5 4 H2, 1H) > 4.46 (s, 2H) , 3 .89 (m, 3H) , 2.87 (s, 3H) . 

Step 5: To a solution, of the sulfone prepared in step 4 (268 
rag, 1.14 ittmol) in 2:1:1 dioxane/methanol/water (7.6 itiL) was 
added lithium hydroxide monohydrate (53 mg, 1.14 mmol) and the 

10 reaction mixture was stirred for 24 h at room tenperature. 
The reaction mixture was concentrated xinder reduced pressure 
and the solid residue was partitioned between ethyl acetate 
and water. The aqueous phase was acidified with 1 N 
hydrochloric acid and extracted several times with diethyl 

15 ether. The combined ether extracts were washed with water, 
and saturated sodiiam chloride, dried (sodixjm sulfate), 
filtered, and concentrated under reduced pressure to provide 
5-t (methylsulfonyl) methyl ] thiophene-2-carboxylic acid (115 mg) 
which was used without further purification: ^H NMR (300 MHz, 

20 CDCI3) 6 7.73 (d, J = 4 Hz, IH) , 7.20 (d, J = 4 Hz, IH) , 4.52 
(s, 2H), 2.90 (s, 3H).; ESI MS (negative mode) m/z 219 [M - H]~. 

Step 6: To a solution of acid from step 5 (115 mg, ''0.52 mmol) 
and iW, J\r-diisopropylethylamine (540 )iL, 3.12 mmol) in methylene 

25 , chloride (6.5 mL) was added HBTU (200 mg, 0.52 mmol) and the 
reaction mixture was stirred for 0.5 h. (2R, 3S) -3-amino-4- 
(3, 5-dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol (211 
mg, 0.52 mmol) was added in one portion and the reaction 
mixture was stirred at room temperature for 18 h. The 

30 reaction mixture was . diluted with methylene chloride and 
washed with saturated sodixam bicarbonate, and saturated sodium 
chloride, dried (sodium sulfate) , filtered, and concentrated 
under reduced pressure. Purification by flash chromatography 
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(silica, 1-5% methanol in chloroform) gave the title compovmd 
(45 mg) : mp 128-131 <^C;; ESI MS m/z 537 [M + H]*. 

EXAMPLE SP-293 

5 ■ " 

N-{ (IS, 2R) -1- (3, 5-difluorobenzyl)-3-[ (3-ethylbenzyl)amino]-2- 
hydroxypropyl}-3-Inethyl-5- (1, 3-thiazol-2-yl)benzamide 
hydrochloride 

10 Step 1: To a -70 °C stirred solution of thiazole (214 mg, 2.5 
. mmol) in tetrahydrofuran (5 mL) was added n-butyllithixim (1.7 
mL of a 1.6 M solution in hexanes, 2.8 mmol). After 30 min, 
zinc chloride (7.5 mL of a 1 M solution in diethyl ether, 7.5 
mmol) was added and the reaction mixture was warmed to 0* °C for 

15 1 h. To this mixture was then added iodide described above 
(695 mg, 2.5 mmol) followed by palladiiim(O) 
tetrakis (triphenylphosphine) (145 mg, 0.13 mmol). The 
reaction mixture was heated at reflux for 16 h. The reaction 
mixture was cooled and diluted with ethyl acetate (50 mL) . 

'20 The organic layer was washed with water, and saturated sodium 
chloride, dried (magnesiiam sulfate) , filtered, and 
concentrated under reduced pressur.e. Purification by flash 
column chromatography (silica, 1:1 ethyl acetate/hexanes) 
provided- a thiazole (208 mg) : NMR (300 MHz, CDCI3) 5 8.38 

25 (s, IH), 8.02 (d, J = 1 Hz, IH) , 7.92 (s, IH) , 7.88 (d, J = 3 
Hz, IH), 7.37 (d, J = 3 Hz, IH) , 3.95 (s, 3H) , 2.48 (s, 3H) . 

Step 2: To a stirred solution of the ester from step 1 (208 
mg, 0.89 mmol) in 2 :1:1 methanol /tetrahydro fur an/water (4 mL) 
30 was added lithiiam hydroxide (75 mg, 1.8 mmol). The reaction 
mixture was stirred at room temperature for 3 h and 
concentrated under reduced pressxxre. The residue was diluted 
with water and washed with ethyl acetate. The aqueous layer 
was acidified to pH 5 with 1 N hydrochloric acid and extracted 
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with chloroform (5 x 100 mL) . The combined organic extracts 
were dried (sodivim sulfate) , filtered, and concentrated under 
reduced pressure to give an acid (146 mg) : NMR (300 MHz, 
DMSO-de) 5 13.17 (br s, IH) , 8.28 (s, IH) , 8.01 (d, J = 1 Hz, 
5 IH), 7.96 (d, J = 3 HzV IH)', 7.85 (d, i7 = 3 Hz," 2H) , 2.45 (s, 
3H) . 

Step 3: A solution of the acid from step 2 (140 mg, 0.64 
inmol), HATU (364 mg, 0.96 mmol) and diisopropylethylamine (170 

10 pli, 0.96 mmol) was stirred in methylene chloride (2.0 itiL) for 
15 min. A solution of dihydrochloride (-2R, 3S) -3-'amino-4- (3 , 5- 
dif luorophenyl) -1- [ (3-ethylbenzyl) amino]butan-2-ol (318 mg, 
0.64 mmol) and diisopropylethylamine (170 |LiL, 0.96 mmol) in 
methylene chloride (2.0 mL) was added and the reaction mixture 

15 was stirred overnight. The reaction mixture was diluted with 
methylene chloride, washed with 1 N hydrochloric acid (20 mL) , 
saturated sodiiim bicarbonate (20 mL) , and saturated sodium 
chloride, dried (magnesium sulfate), -filtered, and 
concentrated under .reduced pressure. P\xrif ication by flash 

20 column chromatography (silica, 1:9 methanol/chlorof orm) 
provided a clear solid. The solid was dissolved in methanol 
(1 mL) , and treated with hydrochloric acid (0.5 mL of a 1.0 M 
solution in diethyl ether, 0.5 mmol). The resulting 

precipitate was collected by filtration to provide the title 

25 . compound (100 mg) : mp 178-180 ^c; APCI MS ml z 536 [M + H]*. 

EXAMPLE SP-293 . 

N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl)amino] -2- 
3 0 hydr oxypr opy 1 } - 4 - 

[ (methylsulf onyl ) methyl ] cyclohexanecarboxamide 
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Step 1: To an ice-cold, stirred solution of cyclohexane-l, 4- 
dicarboxylic acid (3.0 g, . 17 inmol) in a mixture of 2:1 
tetrahydrofxiran/methanol (24 mL) was added trimethylsilyl 
diazomethane (9 mL of a 2,0 M in hexanes, 18 mmol) . The 
5 reaction mixture was stirred at room temperature for 2 h. 
Acetic acid (5 mL) was added and the solvent was removed under 
reduced pressure. Purification by flash coliomn chromatography 
(silica, 10:1:0.01 hexanes/ethyl acetate/acetic acid) provided 
4-(methoxycarbonyl)cyclohexanecarboxylic acid (1.00 g) : NMR 
10 {300 MHz, CDCI3) 8 3.68 (s, 3H) , 2.53-2.47 (m, 2H) , 1 . 97-1 . 89 
(m, 4H), 1.74-1.66 (m, 4H) . 

Step 2 : To an ice-cold, stirred solution of acid from step 1 \ 
(700 mg, 3.8 mmol) in tetrahydrofuran (10 mL) was - added 

15 borane-dimethyl sulfide complex (2 mL, 4.1 mmol). The 
reaction mixture was warmed to room temperature for 2 h and a 
1:1 mixture of acetic acid/water (10 mL) was added. The 
resulting mixture was concentrated under reduced pressure. 
Purification by flash column chromatography (silica, 1:1 

20 hexanes/ethyl acetate) provided methyl 4- 

- (hydroxymethyl)cyclohexanecarboxylate (560 mg) : NMR (500 

MHz, CDCI3) 6 3.68 (s, 3H), 3.51-3.46 (m, 2H) , 2.59-2,57 (m, 
IH), 2.05-2.00 (m, 2H), 1.65-1.55 (m,-5H), 1.31-1.27 (m, 2H) 

25 Step 3 : To an ice-cold, stirred solution of alcohol from step 
2 (300 mg, 1.8 mmol) and triethylamine (370 (XL, 2.7 mmol) in 
methylene chloride (5 mL) was added mesyl chloride (170 |XL, 2.1 
mmol) . The reaction mixture was stirred for 20 min and then 
partitioned between methylene chloride and water. The organic 

30 layer was washed with 1 N hydrochloric acid, and saturated 
sodium bicarbonate, dried (magnesium sulfate) , and 
concentrated under reduced pressure to afford a the desired 
mesylate, which was carried on without purification or 
characterization. 
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Step 4: To a stirred solution of the mesylate from step 3 (1.8 
imnol) in tetrahydrofuran (5 mL) was added sodium iodide (530 
mg, 3.5 ramol) . The reaction mixture was heated at 60 ®C for 5 
5 h, cooled to room temperature, and then filtered. The 
reaction mixture was concentrated Tinder reduced pressure, and 
carried on without purification or characterization. 

Step 5: To a stirred solution of the iodide from step 4 (1.8 
10 mmol) in a mixture of jyr/N-dimethylf ormamide (10 mL) and 
tetrahydrofuran (1 mL) was added sodixjm thiomethoxide (375 mg, 
5.3 mmol). The reaction mixture was heated at 70 ®C for 15 h. 
The reaction mixture was then cooled to room temperature, the 
solvents were removed, and the residue partitioned between 
15 ether and water. The aqueous layer was acidified to pH 1 with 
1 N hydrochloric acid, extracted with ethyl acetate, dried 
(sodium sulfate), filtered, and concentrated under reduced 
pressure to afford 4- [ (methylthio) methyl] cyclohexanecarboxylic 
acid (50 mg) : . NMR- (300 MHz, CD3OD) 5 2.53-2.51 . (m, IH) , 
20 2.43-2.41 (m, 3H), 2.05 (s, 3H) , 2.05-1.95 (m, 2H) , 1.71-1.53 
(m, 4H),. 1..36-rl.30 (m, 2H) . 

Step 6: To a stirred solution of methyl sulfide from step5 
(100 mg, 0.5 mmol) in sodium hydroxide solution (1.5 mL, 0.5 M 

25 solution in water) was added sodium bicarbonate (360 mg, 4.3 
mmol) and acetone (1 mL) followed by the addition of a 
solution of oxone (430 mg, 0.7 mmol) in 0.0004 M EDTA (2 mL) . 
The reaction mixture was stirred at room temperatvire for 2 h 
cuid then quenched with sodium bisulfite. The reaction mixture 

30 was acidified with 1 N hydrochloric acid and extracted with 
ethyl acetate (3 x 100 mL) . The combined organic layers were 
washed with water, dried (sodium sulfate) , filtered, and 
concentrated under reduced pressure to provide 4- 
[ (methylsulfonyl) methyl] cyclohexanecarboxylic acid (100 mg) : 
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NMR (300 MHz, CD3OD) 8 3.11-3.08 (m, 2H) , 2.96 {s, 3H) , 2.53- 
2.51 (m, IH), 2.18-2.16 (m, IH) , 1.99-1.93 (m, 2H) , 1.79-1.25 
(m, 6H) . 

5 Step 7: To a stirred solution of acid from step 6 (100 mg, 0.5 
imnol) / (2R,3S)-3-aiiiino-4-(3, 5-dif luorophenyl) -1- [ (3- 

ethylbenzyl) amino] butan-2-ol (190 mg, 0.5 mmol) , and HATU (175 
mg, 0.5 mmol) in methylene chloride (5 mL) was added 
diisopropylethylamine (280 luUb, 1.6 mmol). The reaction mixture 

10 was stirred at room temperature for 18 h. The reaction 
mixture was partitioned between methylene chloride and water. 
The organic layer was washed with water, dried (sodium 
sulfate), filtered, and concentrated under reduced pressure to 
afford a crude oil. Purification by flash column 

15 chromatography (silica, gradient 95:5 to 92:8 methylene 
chloride/methanol) provided the title compound (60 mg) : mp 45- 
50 «C; ESI MS ml z 537 [M + H]*. 

EXAMPLE SP-293 

20 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3-ethylbenzyl)amino] -2- 
hydroxypropyl } -5-piperidin-3 -yl-N, N-dipropylisophthalamide 
hydrochloride 

25 Step 1: To a stirred solution of 3-bromo-pyridine (205 mg, 1.3 
mmol) and methyl 3- [ (dipropylamino) carbonyl] -5- (3 , 3 , 4, 4- 
tetramethylborolan-l-yl ) benzoate (500 mg, 1.3 mmol ) in . dioxane 
(9 mL) was added sodium carbonate (2.0 mL of a 2 M solution in 
water, 3.9 mmol). The reaction mixture was flushed with 

30 argon, palladium(O) tetrakis (triphenylphosphine) (36 mg, 0.052 
mmol) was added and the reaction mixture was heated at reflux 
for 12 h. The reaction mixture was cooled to room 
temperature,., filtered through diatomaceous earth, dried 
(magnesium sulfate) , filtered, and concentrated under reduced 
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pressure. Purification by flash column chromatography (3:2 
hexanes/ethyl acetate) afforded a pyridine (200 mg) : NMR 
(300 MHz, CDCI3) 5 8.88 (m, IH) , 8.65 (m, IH) , 8.31 (m, IH) , 
8.07 (m, IH), 7.92 (m, IH) , 7.79 (m, IH) , 7.67 (m, IH) , 3.98 
5 (m, 3H), 3.50 (m, 2H) , 3.21 (m, 2H) , 1.66 (m, 4H) , 1.07 (m, 
3H) , 0.78 (m, 3H) . 

Step 2: A solution of the pyridine from step 1 (160 mg, 0.37 
mmol) and platinum oxide (15 mg) in ethanol (2.5 mL) , water 

10 (0.5 mL) , and concentrated hydrochloric acid (1.0 mL) was 
degassed with nitrogen f or ^ 15^^_nii,n, and shaken under an 
atmosphere of hydrogen at 50 psi for 12 h. The reaction 
mixture was filtered through diatomaceous earth and 
concentrated iinder reduced pressure to afford methyl 3- 

15 [ (dipropylamino) carbonyl] -5-^piperidin-3-ylberizoate (204 mg, 
quantitative) , which was carried forward without further 
purification: NMR (300 MHz, CDCI3) 59.62 (m, 3H) , 8.02 ..(m,. 
3H), 4.78 (m, 2H), 3.96 (s, 3H) , 3.61 (m, 5H) , 2.04 (m, 5H) , 
1.34 (m, 3H) , 0.91 (m, 6H) . 

20 - 

Step 3: To a stirred solution of piperidine from step 2 (204 
mg, 0.59 mmol) in methylene chloride (1.6 mL) was added Boc 
anhydride (162 mg, 0.65 mmol) and triethylamine (0.122 mL, 
0.88 mmol). The solution was stirred at room temperature for 

25 2 d. The reaction mixture was filtered and concentrated under 
reduced pressure. Purification by flash colxamn chromatography 
afforded a Boc-protected piperidine (100 mg) : NMR (300 MHz, 
CDCI3) 67.93 (t, iJ = 3 Hz, IH), 7.88 (t, J = 3 Hz, IH) , 7.42 
(t, i7 = 3 Hz, IH), 4.16 (m, 2H) , 3.93 (s, 3H) , 3.46 (m, 2H) , 

30 3.13 (m, 2H) , 2.78 (m, 3H) , 2.03 (d, J = 10 'Hz, IH) , 1.70 (m, 
7H), 1.48 (m, 9H) , 1.00 (m, 3H) , 0.75 (m, 3H) . 



Step 4: To a stirred solution of piperidine from step 3 (100 
mg, 0.22 mmol) in methanol (2 mL) was added potassium 
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hydroxide (2.2 mL of a 1 M solution in water, 2.2 inmol) and 
the reaction mixture was stirred at room temperature for 2 h. 
The reaction mixture was partitioned between ethyl acetate (50 
mL) and water (50 mL) . The aqueous layer was acidified to pH 
5 4-5 with 1 N hydrochloric acid and extracted with chloroform 
(5 X 50 mL) . The combined organic layers were dried 
(magnesium sulfate) , filtered, and concentrated under reduced 
pressure to afford an acid . (90 ing)l: NMR (300 MHz, CDCI3) 
87.99 (s, IH), 7.94 (s, IH) , 7.47 (s, IH) , 4.12 (m, 2H) , 3.47 
10 (m, 2H) , 3.14 (m, 2H) , 2.77 (m, 3H) , 2.03 (m, IH) , 1.67 (m, 
7H), 1.48 (s, 9H), 0.98 (m, 3H) , 0.77 (m, 3H) . 

Step 5: To a stirred solution of piperidine from step 4 (90 
mg, 0.21 -'mmol)- in methylene ' chloride (1 mL) was added N^N- 

15 diisopropylethylamine (0.142 mL, 0.84 ramoDrHOBt (42 mg, 0.31 
mmol) , and HATU (118 mg, 0.31 mmol) followed . by (2R,3S)-3- 
amino-4- (3 , 5-dif luorophenyl) -It [ (3-.ethylbenzyl) amino]butan-2- 
ol (86 mg, 0.21 mmol). The reaction was stirred for 16 h at 
room temperature. The reaction mixture was diluted with 

20 methylene chloride (25. mL) , washed with water, saturated 
sodium bicarbonate, and saturated sodium chloride, dried 
(magnesium sulfate) , filtered, . and concentrated under reduced 
pressure. Purification by flash column chromatography (95:5 
chloroform/methanol) afforded a piperidine (100 mg) which was 

25 carried forward without further characterization. 

Step 6: A solution of piperidine from step 5 (100 mg, 0.15 
mmol) and hydrochloric acid (0.4 mL of a 4.0 M solution in 
dioxane, 1.5 mmol) was stirred for 30 min at room temperature. 
3 0 The reactior^ mixture was concentrated under reduced pressure 
and washed with" ether (50 mL) . The precipitate that formed 
was collected by filtration to give the title compound (60 
mg) : mp 145-145 ^C; ESI MS m/z 649 [M + H]*. 
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EXAMPLE SP-294 

l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - t (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5-methyl-lH-pyrrole-2- 
5 carboxamide 

Step 1: To a stirred solution of ethanol (54 mL) was added 
sodiiim metal (1.29 g, 54.00 iranol) • The reaction mixture was 

10 stirred for 1 h and then diethyl acetamidomaloante (2.37 g, 
10.92 ramol) was added. The reaction mixture was heated at 
reflux for 1 h and 1, 4--dichloro-2-butyne (1.14 mL, 11.64 mmol) 
was added. The reaction mixture was reflxixed for 1 h, cooled 
to room tenperature, and concentrated under reduced pressure. 

15 The resulting residue was partitioned between ethyl acetate 
and water. .The organic layer was washed with saturated sodium 
chloride, dried (sodium sulfate), treated with activated 
charcoal, filtered through diatomaceous earth, and 
concentrated under reduced pressure to yield ethyl 5-methyl- 

20 lH-pyrrole-2-carboxylate (1.26 g) : NMR (300 MHz, CDCI3) 5 
8.82 (br s, IH) , 6.81 (s, IH), 5.95 (s, IH) , 4.31 (g, J = 6 
Hz, 2H), 2.31 (s, 3H), 1.34 (t, J = 6 Hz, 3H) . 

Step 2: A mixture of pyrrole from step 1 (240 mg, 1.71 mmol), 
25 potassium carbonate (306 mg, 2.21 rranol), and butyl bromide 
(328 mg, 2.39 ramol) in acetonitrile (10 mL) was heated to 40 °C 
for 2 d. The reaction mixture was cooled to room temperature 
and then, partitioned between ethyl acetate and water. The 
organic, layer was dried (sodium sulfate), filtered, and 
30 concentrated under reduced pressure to give a brown oil. 
Purification by flash column chromatography (silica, 5.5:1 
hexanes/ethyl acetate) gave an ester (232 mg) : ^H NMR (300 MHz, 
CDCI3) 5 6.91 (d, J = 3 Hz, IH), 5.88 (d, J" = 3 Hz, IH) , 4.24 
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(m, 4H), 2.26 (s, 3H) , 1.65 (m, 2H) , 1.37 (m, 5K) , 0.99 (m, 
3H); ESI MS m/z 210 [M + H]*. 

Step 3: A mixtxire of the ester from step 2 (232 mg, 1.11 inmol) 
5 and 3:1:1 methanol /tetrahydro fur an/ 2 N sodiiim hydroxide (5 mL) 
was stirred overnight. The reaction was not complete after 24 
h. The reaction mixture was heated to 40. for 4 h, cooled to 
room temperature, and then partitioned between ethyl acetate 
and water. The aqueous layer was acidified to pH 3 with 1 N 

10 hydrochloric acid and extracted with chloroform. The organic 
layer was dried (sodium sulfate) , filtered, and concentrated 
under reduced pressure to give l-butyl-5-methyl-lH-pyrrole"2- 
carboxylic acid (110 mg) : NMR (300 MHz, CDCI3) 5 7.04 (d, J 
= 3 Hz, IH), 5.93 (d, J = 3 Hz, IH) , 4.24 (m, 2H) , 2.28 (s, 

15 3H), 1.67 (m, 2Hj , 1.43 (m, 2H) , 0.99 (m, 3H) . 

Step 4: To a stirred solution of (2R, 3S) -3-amino-4- (3 , 5^ 
difluorophenyl) -1- [ (3-ethylbenzyl)amino]butan-2-ol (248 mg, 
. 0.608 mmol), acid (110 mg, 0.608 mmol) , HOBt (82 mg, 0.608 

20 mmol) , and 2^-methylmorpholine (99 mg, 2.43 mmol) in methylene 
chloride (5 mL) was added EDC (210 mg, 1.09 mmol). The 
reaction mixture was stirred overnight and then partitioned 
between ethyl acetate and water. The organic layer was washed 
with 1 N hydrochloric acid, saturated sodixam bicarbonate, and 

25 saturated sodiiom chloride, dried (sodium sulfate), filtered, 
and concentrated \inder reduced pressure. Purification by 
flash column chromatography • (silica, 9:1 methylene 
chloride/methanol) gave the title compound (100 mg) : mp 116- 
121 °C; ESI MS m/z 498 [M + H]*. 

30 

EXAMPLE SP-295 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -2 -hydroxy- 3 - [ ( IH-pyrrol - 2 - 
ylmethyl ) amino ] propyl } -S-methyl-JRJ', J\r-dipropylisophthalamide 

-710- 



wo 03/040096 



PCT/US02/36072 



Step 1:. A mixture of tert -butyl (IS, 2R) -3-amino-l- (3 , 5- 
difluorobenzyl) -2-hydroxypropylcarbamate (170 mg, 0-538 inmol) , 
lH-pyrroie-2-carbaldehyde (51 mg, 0,538 mmol) , and 
5 triethylamine (60 mg, 0.592 mmol) was stirred in chloroform 
* (10 mL) containing magnesixam sulfate for 4 h. The reaction 
inixture was filtered and concentrated under reduced pressure. 
The resulting residue was dissolved in 2-propanol (10 mL) and 
sodium borohydride (26 mg, 0.699 mmol) was added. The 

10 reaction mixture was stirred overnight and then treated with 
methanol. The reaction mixture was concentrated under reduced 
pressure. Purification by flash column chromatography 
(silica, 9:1 chlorof orm/methanol) gave tert-butyl (1S,2R)-1- 
(3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (lH-pyrrol-2- 

15 ylmethyl) amino ]propylcarbamate (132 mg) : NMR (300 MHz, 

CD3OD) 8 6.82 (m, 4H)., 6,21 (s, IH), 6.09 (m, IH) , 4.09 (s, 
2H) , 3.66 (m, 2H) , 3.19 (m, IH) , 3.13 (m, IH) , 3.03 (m, IH) , 
2.88 (m, IH), 1.31 (s, 9H) 

20 Step 2: To a stirred solution of the pyrrole from step 1 (132 
mg, 0.3 3 4. mmol) in dioxane (3 mL) was added hydrochloric acid 
(0.33 mL, 4 N dioxane, 1.34 mmol). The reaction mixture was 
stirred overnight and then concentrated under reduced pressure 
to give an amine (134 mg, quantitative) as a brown solid, 

25 which was used without any further characterization or 
purification. 

Step 3: To a stirred mixture of the amine from step 2 (134 mg, 
0.334 mmol) , 3- [ (dipropyl amino) carbonyl] -5-methylbenzoic acid 
30 (88 mg, 0.334 mmol), HOBt (45 mg, 0.334 mmol), and 

methylmorpholine (203 mg, 2.00 mmol) in methylene chloride (5 
mL) was added EDC (115 mg, 0.601 mmol). After 24 h, the 
reaction mixture was partitioned between ethyl acetate and 
water. The organic layer was washed with 1 N hydrochloric 
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acid, saturated sodium bicarbonate, and saturated sodium 
chloride, dried (sodium sulfate), filtered, and concentrated 
under reduced pressure to give a white solid. Purification by 
flash colTHnn chromatography (silica, 9:1:1 methylene 
5 chloride /methanol /ammonium hydroxide) gave the title compound 
(27 mg) : mp 63-74 °C;ESI MS m/z 541 [M + H]*, 

EXAMPLE SP-296 

10 N-{ (IS, 2R) -1- (3 , 5^dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } -S-piperazin-l-yl-Jfl^z 1^-dipropylisophthalamide 
hydrochloride 

Step 1: In a sealed tube, a solution of dimethyl 5- 
15 bromoisophthalate (5,0 g , 18.3 mmol ) , J\r-benzylpiperazine (4.0 
mL, 23*0 mmol), and cesium carbonate (8*4 g, 25,7 mmol) in 
toluene (36 mL) was degassed with nitrogen at room temperature 
for 20 minutes. Palladium (II) acetate (225 mg, 0.92 mmol) 
and BINAP ..(X..7-.g.r-, 2 , 74 mmol) were quickly added under nitrogen 
20 and the solution heated to 80 °C overnight to yield a yellow 
solution with a white suspension. The reaction mixture was 
cooled to room temperature, vacuum filtered, and the solid 
rinsed with fresh toluene. The filtrate was then concentrated 
under reduced pressure to yield a yellow oil. Purification by 
25 flash chromatography (silica, 80:20 hexanes/ethyl acetate) 
gave the desired dimethyl 5- {4-benzylpiperazin-l- 
yl) isophthalate (4.40 g): ESI MS m/z 369 [M + H]*. 

Step 2: To a solution of the ester from step 1 (1.0 g, 2.70 
3 0 ramo 1 ) in 2:1:1 di oxane /me thano 1 / water (18 mL ) was added 
lithium hydroxide monohydrate (100 mg, 2.44 mmol) and the 
reaction mixture stirred for 24. h at room temperature. The 
reaction mixture was concentrated under reduced pressure and 
the solid residue partitioned between ethyl acetate and water. 
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The organic layer was set aside and the aqueous phase 
acidified with 1 N hydrochloric acid and extracted three times 
with ethyl acetate. The combined ethyl acetate extracts were 
washed with water / and satiirated sodium chloride, dried 
5 (sodium sulfate) , filtered, and concentrated xxnder reduced 
pressure to provide the desire monoacid (945 mg) : NMR (300 
MHz, CDCI3) 5 10.50-10.30 (br s, IH) , 8.19-8.12 (m, IH) , 7.80- 
7.60 (m, 2H), 7.35-7.26 (m, 5H) , 3.91 (s, 3H) , 3.73. (s, 2H) , 
3.36-3.33 (m, 4H) , 2.77-2.71 (m, 4H) ; ESI MS m/z 355 [M + H]\ 

10 

Step 3: To a solution of the monoacid prepared in step 2 (1.2 
g, 3.38 ramol) in methylene chloride (22.5 ,mL) was added 
triethylamine (940 "|IL, 6.76 ramol), W.W-dipropyl amine (554 jxL, 
4 . 0 ramol ) , and 2 -chloro -I -ihethylpyridinium iodide (865 mg , 

15 3.38 ramol). The reaction mixture was stirred at room 
temperature overnight. The residue was then diluted with 
methylene chloride, washed with saturated sodium bicarbonate, 
water, and saturated sodium chloride. The organic layer was 
then dried (sodium sulfate), filtered, and concentrated under 

20 reduced pressure to yield a yellow oil. Purification by flash 
column chromatography (silica, 80:20 hexanes / ethyl . acetate) 
gave the desired amide (1.0 g) : NMR (300 MHz, CDCI3) 5 7.59- 
7.58 (m, IH), 7.44-7.42 (m, IH) , 7.35-7.26 (m, 5H) , 7.05-7.04 
(m, IH), 3.89 (s, 3H) , 3.56 (s, 2H) , 3.50-3.35 (m, 2H) , 3.28- 

25 .3.25 (m, 4H) , 3.20-3.05 (m, 2H) , 2.62-2.58 (m, 4H) , 1.70-1.40 
(m, 4H), 1.00-0.95 (m, 3H) , . 0 . 80-0 . 70 (m, 3H) . 

Step 4: To a solution of the amide prepared in step 3 (1.00 g, 
2.28 mmol) in absolute ethanol (120 mL) was added 
30 palladium (II) hydroxide (100 mg) emd the reaction shaken under 
55 psi of hydrogen at 60 overnight. The reaction was then 
cooled to room temperature, filtered through diatomaceous 
earth, and the filter cake rinsed with fresh ethanol. The 
filtrate was concentrated \ander reduced pressure and 
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redissolved in dry acetonitrile (15 mL) . To this was added 
di-tert -butyl dicarbonate (650 mg, 2.96 itimol) and N.N- 
diisopropylethylamine (450 uL, 2.50 mmol) , and the reaction 
ndxture stirred at room teit^erature overnight. The reaction 
5 mixture was then concentrated under reduced pressure, 
redissolved in chloroform, washed with saturated sodium 
bicarbonate, . water, and saturated sodium chloride.. The 
organic layer was then dried (sodiimi sulfate), filtered, and 
concentrated under reduced pressure to yield a colorless oil. 

10 Purification by flash column chromatography (silica, 56:33 
hexanes/ethyl acetate) yielded the desired Boc-protected amine 
(953 mg) : NMR (300 MHz, CDCI3) 67.60-7.59 (m, IH) , 7.48-7 .47 
(m, IH), 7.08-7.07 (m, IH) , 3.92 (s, 3H) , 3.60-3.51 (m, 4H) , 
3,46-3.44 (m, 2H) , 3.22-3.16 (m, 6H) , 1.70-1.48 (m, 13H) , 

15 1.10-0.98 (m, 3H), 0.78-0.74 (m, 3H) ; ESI MS m/z 448 [M + H]\ 

- Step 5 : To a solution of Boc-protected amine prepared in step 
4 (953 mg, 2.13 mmol) in 2:1:1 dioxane /methanol /water (14.2 
raL) was added lithivrai hydroxide monohydrate (268 mg, 6.39 

20 ramol) , and the reaction . mixture stirred at room temperature 
overnight. The reaction mixture was concentrated under 
reduced pressure and then partitioned between ethyl acetate 
and water. The aqueous phase was acidified with 1 N 
hydrochloric acid and. extracted three times with ethyl 

25 acetate. The coitibined ethyl acetate extracts were washed with 
water and saturated sodium chloride, dried (sodium sulfate) , 
filtered, and concentrated under reduced pressure to provide 
the desired 3- [4- (tert-butoxycarbonyl)piperazin-l-yl] -5- 
[ (dipropylamino) carbonyl] benzoic acid (770 mg) : ESI MS m/z 434 

30 [M + H]*. 

Step 6: A solution of the acid from step 5 (320 mg, 0.738 
mmol) and HBTU (279 mg, 0.738 mmol) in methylene chloride (4.6 
mL) containing jP(r-diisopropylethylamine (770 piL, 4.42 mmol) 
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was stirred at room temperature for 20 minutes. To this was 
added a solution of {2R,3S)-3-amino-4- (3, 5-difluorophenyl) -1- 
[ (3-ethylbenzyl) amino] butan-2-ol (300 mg, 0.738 mmol) and N,N- 
diisopropylethylamine (770 4.42 mmol) in methylene chloride 
(4.6 mL) . The reaction mixture was stirred at room 
temperature overnight. The reaction mixture was then 
concentrated under reduced pressure, diluted with methylene 
chloride, washed with saturated sodium bicarbonate, water, and 
saturated sodium chloride. The organic layer was then dried 
(sodium sulfate), filtered, and concentrated under reduced 
pressure to yield a yellow syrup. Purification by flash 
column chromatography (silica, 93:7 chloroform/methanol) gave 
the desired amide (443 mg) : ESI MS m/z 750 [M + H]"^. 

Step 7: To a solution of the amide prepared in step 6 (220 mg, 
0.293 mmol) in 1,4-dioxane (2.0 mL) was added hydrochloric 
acid "(750 HL, 4 M dioxane, 3.0 mmol) and the reaction mixture 
was stirred at room temperature for 2 h. The reaction mixture 
was then concentrated xmder reduced pressure. . The residue was 
taken . up in ' methylene chloride and concentrated again \inder 
reduced pressure. This was repeated until a solid remained. 
No further purification was required. The recovered solid was 
dried under high vacuum over phosphorus pentoxide at 50 for 
48 h to give the title coirpovmd (120 mg) which was 
characterized as its dihydrochloride salt: 135-136 °C; ESI 
MS m/z 650 [M.+ H]*. 

EXAMPLE SP-297 

N- { ( IS , 2R) -1- ( 3 , 5 -dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino] -2 - 
hydroxypropyl } -2 - ( 3 -oxo-4-propylcyclohexyl ) acetamide 



Step 1: A solution of 2-propylphenol (26.83 g, 197 mmol), 
potassi\am carbonate (30.64 g, 221 mmol), methyl iodide (50.0 
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inLi, 800 inmol), and 18-crown-6 (500 itig, 1.9 mmol) in acetone 
(300 mL) was refluxed for 48 h. The reaction mixture was 
cooled to room temperature, the solid removed by filtration, 
and the filtrate concentrated under reduced pressure. The 
resulting residue was partitioned between methylene chloride 
and water. The organic layer was washed with 2 N sodium 
hydroxide, water, and saturated sodiiam chloride, dried (sodium 
sulfate) , filtered, and concentrated under reduced pressure to 
afford the desired methyl phenyl ether (23.46 g) as an oil, 
which was used without further purification: NMR (300 MHz, 
CDCI3) 5 7.16-7.11 (m, 2H), 6.90-6.82 (m, 2H) , 3.81 (s, 3H) , 
2.58 (m, - 2H), -1.60 (tq, J = 7, 5 Hz, 2H) , 0.95 (t, J = 7 Hz, 
3H) . 

Step 2: Absolute ethanol (200 mL) followed by tetrahydrofuran 
(50 mL) was added at -78 to a solution of methyl phenyl 
ether from step 1 (10.0 g, 66.58 mmol) suspended in anhydrous 
ammonia (700 mL) . Lithium metal (2.3 g, 330 mmol) was added 
at -78 °C in small portions over 0.5 h to yield a deep blue 
solution. The reaction was stirred at -78 until a white 
solution resulted. The cooling bath was taken away, the flask 
exposed to -the atmosphere, and the ammonia was removed under a 
stream of nitrogen. The solid residue remaining was dissolved 
in a minimum amount of water and acidified to pH 3 with 10% 
hydrochloric acid, and then extracted several times with 
diethyl ether. The combined ether phase was washed with 
saturated sodium chloride, dried (sodium sulfate), filtered, 
and carefully concentrated under reduced pressure at 0 to 
•provide an oil. The oil was dissolved in 10% hydrochloric 
acid (200 mL) and refluxed for 3 h. The reaction mixture was 
then cooled to room temperature and extracted several times 
with diethyl ether. The combined ether extracts were washed 
with saturated sodium chloride, dried (sodium sulfate), 
" filtered, and concentrated iinder reduced pressure to yield an 
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oil. Purification by flash colmnn chromatography ( silica / 
89:11 hexanes/ethyl acetate) gave 2 -propyl eye lohexenone (4.43 
g): NMR (300 MHz, CDCI3) 5 6.95-6.89 (m, . IH) , 5.97 (app dt, 
J- = 10, 2 Hz,. IH), 2.39-2.36 (m, 3H) , 2.20-2.04 (m, IH) , 1.88- 
5 1.63 (m, 2H), 1.50-1.25 (m, 4H) , 0.93 (t, J = 7 Hz, 3H) . 

Step 3: A solution of sodium metal (30 mg, 1.30 mmol) in 
absolute ethanol (4.0 mL) was stirred at -10 for 0.5 h. 
Diethyl malonate (3.5 mL, 23 mmol) was added at -10 °C 

10 followed by addition of a solution of 2 -propyl cyclohexenone 
(3.0 g, 21.7 mmol) in absolute ethanol (3.0 mL) . The reaction 
mixture was stirred an additional 12 h at room tenperature. 
The reaction mixture was acidified to pH 3 with 10% 
hydrochloric acid and then extracted several times with 

15 diethyl ether. The combined ether extracts were washed with 
water, and saturated sodium chloride, dried (sodium sulfate), 
filtered, and concentrated under reduced pressure to yield a 
yellow oil. Purification by flash column chromatography 
(silica, 83:17 hexanes/ethyl acetate) gave 2- (3-oxo-4-propyl- 

20 cyclohexyl) -malonic acid diethyl ester (5.07g): NMR (300 

MHz, CDCI3) 5 4.21 (q, J = 7 Hz, 2H) , 4.20 (q, J = 7 Hz, 2H) , 
3.30 (s, 0.5H), 3.28 (s, 0.5H), 2.67-1.55 (m, 8H) , 1.43-1.11 
(m, lOH), 0.90 (t, J = 7 Hz, 1.5H).,...0.90 (t, J = 7.0 Hz, 
1.5H) . ..... . 

25 . 

Step 4; A solution of the diester from step 2 (2.37 g, 7.94 
mmol) in 1 N potassium hydroxide (16.27 mL, 16.27 mmol) was 
refluxed for 2 h. The reaction mixture was cooled to room 
.. temperature, diluted with water, and extracted with methylene 
30 chloride. The aqueous phase was acidified to pH 1-2 with 6 N 
hydrochloric acid and then refluxed for 2 h. The * reaction 
mixture was cooled to room temperature and extracted several 
times with methylene chloride. The combined organic phase was 
washed with water, and saturated sodium chloride, . dried 
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(sodium sulfate) , filtered, and concentrated under reduced 
pressure to yield a light yellow oil. Purification by flash 
column chromatography (silica, 66:33 hexanes/ethyl acetate 
with 1% glacial acetic acid) gave .(3-oxo-4-propyl-cyclohexyl) - 
5 acetic acid (1.42 g) : NMR (300 MHz, CDCI3) 5 2.71-1.12 (m, 
" 14H), 1.11-0.82 (m, 3H); ESI MS m/z 197 [M - H]"". 

Step 5: To a stirred solution of the acid from step 4 (244 mg, 
1.23 mmol) and i\r, W-diisopropyl ethylamine (214 ]xL, 1.23 mmol) 

10 in methylene chloride (7.0 mL) was added HBTU (513 mg, 1.35 
mmol) and the reaction mixture stirred for 0.5 h. To the 
above solution was added a solution of amine (2R, 3S) -3-amino- 
4- (3 , 5-dif luorophenyl) -1- [ {3-ethylbenzyl) amino]butan-2-ol (500 
mg., 1.35. mmol) and I\r,2yJ'-diisopropylethylamine (428 |iL, 2.46 

15 mmol) in methylene chloride (7.0 mL) and the reaction mixture 
was stirred under nitrogen for 18 h. "The reaction mixture was 
then diluted with additional methylene chloride and washed 
with saturated sodium bicarbonate, 0.5 N hydrochloric acid, 
and saturated sodium chloride. The organic layer was then 

20 dried (sodium sulfate), filtered, and concentrated under 
reduced pressure to yield an oily residue. Purification by 
flash column chromatography (silica, 7:93 methanol /methylene 
chloride) gave the title compound (360 mg) : mp 52-54 °C; ESI MS 
m/z 515 [M + H]*. 

25 

EXAMPLE SP-298 

N-{ (1S,2R) "1- (3,5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } -2- ( 3 -oxocyclohexyl ) acetamide 

30 

Step 1 (3-Oxo-cyclohexyl) -malonic acid diethyl ester was 
prepared in 88% yield from cyclohexenone by the method 
described above for the* synthesis of 2- (3-oxo-4-propyl- 
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cyclohexyl) -malonic acid diethyl ester: NMR (300 MHz, 

CDCI3) 5 4.44-4.12 (m, 4H), 2.88-1.22 (m, 16H) . 

Step 2 ( 3 -Oxo-cyclohexyl) -acetic acid was prepared in 70% 
5 yield from 2- {3-oxo-cyclohe3^1) -malonic acid diethyl ester by 
the method described above for the synthesis of .(3-oxo-4- 
propyl-cyclohexyl) -acetic acid: NMR (300 MHz, CDCI3) 6 2.58- 
1.92 (m, 7H), 1.80-1.61 (m, IH) , 1.52-1.42 (m, IH) ; ESI MS m/z 
155 [M - H]". 

10 

Step 3: N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

e thylbenzyl ) amino ] -2 -hydroxypropyl } -2 - { 3 - . 

oxocyclohesjyl ) acetamide was prepared in. 2 3% yield from (3 -Oxo- 
cyclohexyl) -acetic acid by the method described for the 
15 synthesis of N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] -2 -hydroxypropyl} -2- ( 3-OXO-4- 
propylcyclohexyl ) acetamide (EXAMPLE SP-297.) 
mp 139.5-149.8 °C;); ESI MS m/z 473 [M + H]*. 

20 EXAMiPLE SP-299 

3-benzyl-4- (4-butylphenyl) -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl ) - 
3_ [ (3-ethylbenzyl) amino] -2 -hydroxypropyl} -4 -oxobutanamide 

25 Step 1: Benzaldehyde (2.81 mL, 27.15 mL) was added at 0 °C to 
a solution of 4-butyl-acetophenone (5.26 mL, 27.15 mmol) in 
methanol (7.8 mL) and water (13.0 mL) containing sodium 
hydroxide (1.39 g, 34.75 mmol). The reaction was warmed to 
room temperature and stirred 48 h, The reaction mixture was 

30 diluted with ethyl acetate and washed with water, saturated 
sodium chloride, dried (sodium sulfate), filtered, and 
concentrated to yield a light yellow syrup. Volatile 
imp\irities were removed under high vacu\jm at 120 °C to yield 
the desired enpne (6.3 g) : ESI MS m/z 265 [M + H]*. 
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Step. 2: A solution of the enone prepared in step 1 (2.0 g, 
7.56 inmol) in anhydrous diethyl ether (11 itiL) was added at -78 
to a solution of lithium metal (120 mg, 16.6 ramol) in dry 
5 liquid ammonia (11 mL) . The reaction was stirred, at -78 °C 
for 0.5 h and excess lithium was quenched with several drops 
of piperylene to yield a yellow solution. Lithium 
bromoacetate (2.75 g, 18.9 mmol) was added in one portion and 
the reaction stirred at -78 °C for 0.5 h then at -33 ®C for 2 

10 h. The reaction was then quenched with NH4CI and the open 
reaction vessel warmed to room temperature. The residue was 
partitioned between ethyl acetate and water and the phases 
separated. The organic phase was washed with water, saturated 
sodium chloride, dried (sodium sulfate), filtered and 

15 concentrated to yield a yellow syrup. Purification by flash 
coliamn chromatography (silica, 74:25:1 hexanes/ethyl 
acetate/acetic acid) gave 3-benzyl-4- (4-butylphenyl) -4- 
oxobutanoic acid (60 mg) : ESI MS m/z 325 [M + H]*. 

- -20 Step 3 : A solution of 3-ben2yl-4- (4-butylphenyl) -4-oxobutanoic 

I 

acid (60 mg, 0.185 mmol) and HBTU (70 mg, 0.185 mmol) in 
methylene . chloride (1.2 mL) containing N,N' 

diisopropylethylamine (100 JXL, 0.55 mmol) was stirred at room 
temperature for 20 minutes. To this was added a solution of 

25 amine (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -1- [ (3- 

ethylbenzyl) amino ]butan-2-ol (75 mg, 0.185 mmol) and N,N- 
diisopropylethylamine (100 \xL, 0.55 ramol) in methylene chloride 
(1.2 mL) . The reaction mixture was stirred at room 
temperature dverniglit. The reaction mixture was then 

30 concentrated- - under reduced pressure, diluted with methylene 
chloride, washed with saturated sodium bicarbonate, water and 
saturated sodium chloride, dried (sodium sulfate), filtered, 
and concentrated under reduced pressure to yield a colorless 
syrup. Purification by flash column chromatography (silica, 
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93:7 chloroform/methanol) gave the title compound (36 mg) 
(diastereomeric mixture): mp 42-45 <^C; ESI MS m/z 641 [M + H]*. 

EXAMPLE SP-300 

5 

N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- [ (lH-indol-6- 
ylmethyl ) amino] propyl } -5-methyl-N^ ,N^-dipropylisophthalainide 




Step 1: To a -78 stirred solution of methyl lH-indole-6- 

carboxylate (500 mg, 2.85 mmol) in methylene chloride (11.5 
mL) was added diisobutylaluminum hydride (5.70 mL, 1.0 M 
15 solution in methylene chloride) . The reaction mixture was 
stirred for 2 h at -78 °C, and slowly warmed to room 
temperature for 10 h. The reaction mixture was quenched with 
methanol, washed with Rochelle's salt (saturated aqueous 
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potassiiim sodiiim tartrate) , dried (magnesium sulfate) , and 
concentrated under reduced pressure. Purification by flash 
column chromatogrraphy (silica, 6:1 ethyl . acetate/hexanes) 
afforded an alcohol (100 mg) : NMR (300 MHz, CDCI3) 5 8.21 (br 
5 s, IH), 7.62 (d, J = $ Hz, IH) , 7.39 (s, IH) , 7.20-7.22 (m, 
IH), 7.10-7.13 (m, IH) , 6.54-^6.56 (m, IH) , 4.77 (d, J-= 3 Hz, 
2H), 1.60 (s, IH) . 

Step 2: To a stirred solution of alcohol from step 1 (100 mg, 
10 0.68 mmol) in methylene chloride (3 mL) was added magnesium 
oxide (590 mg, 6.8 mmol) and the reaction mixture was stirred 
for 1 h. The . reaction mixture was filtered through 
diatomaceous earth and concentrated under reduced pressure to 
provide lH-indole-6-carbaldehyde (99 mg) as a solid, which was 
15 carried forward without further purification or 
• characterization. NMR (300 MHz, CDCI3) 510.03-10. 88 (m, IH) , 
8.56 (br s, IH) , 7.96 (s, IH) , 7.74 (d, J = 8 Hz, IH) , 7.64- 
7.70 (m, IH) , 7.46 (t, J = 3 Hz, IH) , 6.65 (s, IH) . 

20 Step 3: To a stirred solution of lH-indole-6-carbaldehyde (99 
. . mg,.. 0.68 mmol) and tert-butyl (1S,2R) -3-amino-l- (3 , 5- 

dif luorobenzyl) -2-hydroxypropylcarbamate acetate 3 (256 mg, 
- - 0.68 mmol) in 2-propanol (3 mL) was added sodium borohydride 

(30 mg, 0.82 mmol). The reaction mixture was stirred for 12 
25 h. , quenched with methanol, and concentrated under reduced 

pressure. Purification by flash column chromatography 

(silica, 1:1 ethyl acetate/hexanes) provided indole (50 mg) : 
NMR (300 MHz, CDCI3) 68.41 (br s, IH) , 7.60 (d, J = 8 Hz, 

IH), 7.38 (s, IH) , 7.21 (t, J = 3 Hz, IH) , 7.04 (dd, J = 8, 1 
30 Hz, IH), 6.71-6.73 (m, 3H) , 6.61-6.68 (m, IH) , 6.53 (s, IH) , 

5.38 (br s, 2H) , 4.66 (d, J = 9 Hz, IH) , 3.89 (s, 2H) , 3.49- 

3.54 (m, IH), 2.91-2.98 (m, IH) , 2.62-2.73 (m, 3H) , 1.35 (s, 

9H) . 
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Step 4: To a stirred solution of indole from step 3 (50 mg, 
0.11 inmol) was added hydrochloric acid (0.27 niL, 4.0 M 
solution in dioxane) . The reaction mixture was stirred for 1 
h, diluted with ethyl ether, and concentrated under reduced 
5 pressure to . provide (2R, 3S) -3~ainino-4- (3, 5-dif luorophenyl) -1- 
[ {lH-indol-6-ylinethyl)ainino]butan-2-ol hydrochloride 4 (70 
mg) : ESI MS m/z 346 [M + H]*. 

Step 5: To a stirred solution of 3- [ (dipropylamino)carbonyl] - 
10 ' 5-methylbenzoic acid (5) (29 mg, 0.11 mmol) in methylene 
chloride (3 mL) was added HBTU (64 mg, 0.17 mmol), HOBt (23 
mg, 0.17 mmol), and 2\r,2\r-diisopropylethylamine (0.075 mL, 0.44 
mmol) , followed by (2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -1- 
[. ( IH- indol - 6 -ylmethyl ) amino ] butan-2 -ol hydrochloride 4 (70 
15 mg, 0.11 mmol). The reaction mixture was stirred for 12 h, 
diluted with methylene chloride, washed with water, saturated 
sodiiam bicarbonate, dried (magnesium sulfate) , filtered, and 
. . concentrated, under reduced pressure. Purification by flash 
column chromatography (silica, 89:10:1 

20 chloroform/methanol/ ammonium hydroxide) provided the title 
compound (6) (13 mg) : mp 135-137 ^Q; ESI MS m/z 591 [M + H]". 

EXAMPLE SP-301 

. .N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3-ethyibenzyI) amino] -2- 
25 hydroxypropyl} -1, 3-benzodioxole-5-carboxamide 




To a solution of piperonylic acid .(0.500g, 3.01 mmol), 
EDC (0.867g, 4.52 mmol), HOBT (0.611g, 4.52 mmol) in anhydrous 
DMF (id mL) was added a solution of TEA (1.67 mL, 12.04 mmol), 
30 3-Amino-4- (3 , 5-dif luoro-phenyl) --1-- (S-ethyl-benzylamino) -butan- 
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2-ol (1.693g, 3.01 mmol) , and anhydrous DMF (5 mL) . Reaction 
mixture was stirred under nitrogen overnight. Quenched 
reaction mixture with 10% sodium bicarbonate (aq.) then 
extracted with ethyl acetate. Washed organic layer with IN 
HCl, followed by a wash with 10% sodium bicarbonate (aq. ) . 
Dried organic layer over magnesium sulfate, filtered, then 
concentrated in vacuo, yielding the product. (ES+: 483.2) 

EXAMPLE SF-302 

tert-butyl (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] -3- [ (3- 

ethylbenzyl ) amino] -2 -hydroj^^ropylcarbamate 




[2- (3-Benzyloxy-5-fluoro-phenyl) -1-oxiranyl-ethyl] - 
carbamic acid tert-butyl ester (3.33 g, 8.59 mmol) and m-ethyl 
benzylamine (2.32 g, 17.19 mmol) were dissolved in isopfopyl 
alcohol (80 ml) and brought to reflux for 2h. Reaction 
mixture was then concentrated in vacuo to remove isopropyl 
alcohol. Dissolved yellow liquid in ethyl acetate (30 ml), 
then washed with IN HCl (3x100 ml). Aqueous layers were 
combined then extracted with ethyl acetate (2x100 ml). 
Organic layers were washed with 10% sodixom bicarbonate (aq. , 
3x100 ml), followed by a brine wash. Organic layer was dried 
over sodium sulfate, filtered, then concentrated in vacuo, 
yielding the product (4.31 g). (ES+: 523.9) 

EXAMPLE SP-303 

5-[ ( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [l-(3- 
ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) amino ] -5 - 
oxopentanoic acid 
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To a solution of 3-Amino-4-{3,5-difluoro-phenyl)-l-[l-(3- 
ethyl-pheiiyl)-cyclopropylaniino]-butan-2-ol (0.5&0g, 1.387 
mmol) in chloroform (7 ml) was added TEA (0.58 ml, 4.161 mmol) 
with stirring under nitrogen for 30 min. To this solution was 
added glutaric anhydride {0.158g, 1.387 mmol) and reaction was 
stirred overnight at SO'C, The reaction mixture was 
concentrated in vacuo, yielding the product. (ES+: 475.2) 

EXAMPLE SP-304 

4- [ ( (is", 2R) -1- (3 , 5-difiuorobenzyl) -3-{ [1- (3- 
ethylphenyl ) cyclopropyl ] amino} -2 -hydroxypropyl ) amino ] -4- 
oxobutanoic acid 




To a solution of 3-Amino-4-(3,5-difluoro-phenyl)-l-[l-(3- 
ethyl-phenyl) -cyclopropylamino] -butan-2-ol (O.SOOg, 1.387 
mmol) in chloroform (7 ml) was added TEA (0.58 ml, 4.161 mmol) 
with stirring under nitrogen for 30 min. To this solution was 
added succinic anhydride (0.138g, 1.387 mmol) and reaction was 
stirred overnight at 50°C. . The next morning reaction mixture 
was concentrated in vacuo, yielding the product. (ES+: 461.2) 
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EXAMPLE SP-305 

formic acid compound with N^- [ (3S) -1-azabicyclo [2 .2 . 2] oct-3- 
yl] -N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl ) cyclopropyl ] amino} -2 -hydroxypropyl ) pentanedi amide 
5. (1:1) 




F 



To a solution of R-aminoquinuclidine (0.084g, 0.421 rnmol) 
TEA (0.294 ml, 2.11 mmol) , and anhydrous DMF (2.5 ml) was 

10 added 5-[ ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [l-(3- 

e thylphenyl ) eye 1 ©propyl ] amino } - 2 -hydr oxypr opyl ) amino ] - 5 - 
oxopentanoic acid (0.200g, 0.421 rnmol), EDC (0.121g, 0.632 
mmol), HOBT (O.OSSg, 0.632 mmol) under nitrogen, with stirring 
at 45°C overnight. Reaction mixture was quenched with 10% 

15 sodium bicarbonate (ag. ) then extracted with ethyl acetate 
then concentrated in vacuo, yielding product (0.122g) . Prep- 
HPLC yielded the product as its formate salt. (ES+z 583.3) 

EXAMPLE SP-306 

20 foimic acid compoxind with. N^- [ (3R) -1-azabicyclo [2 .2 . 2] oct-3- 
. yl]-N^-( (lS,2R)-l-(3,5-difluorobenzyl)-3-{ [l-(3- 

e thylphenyl ) cyclopropyl ] amino} -2 -hydroxypropyl ) pentanedi amide 
(1:1) 




F 



25 
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To a solution of S-aminoguinuclidine (0.084g, 0,421 itunol) 
TEA (0.294 ml, 2.11 mmol) , and anhydrous DMF (2.5 ml) was 
added 5-[ ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [l-{3- 

ethylphenyl) cyclopropyl] amino } -2 -hydroxypropyl) amino] -5- 
5 oxopentanoic acid - (0.200g, 0.421 mmol) , EDC (0.121g, 0.632 
rnmol) , HOBT (O.OBSg, 0.632 mmol) \inder nitrogen, with stirring 
at 45®C overnight. Reaction mixture was quenched with 10% 
sodi\im bicarbonate (ag.) then extracted with ethyl acetate 
then concentrated in vacuo, yielding product (0.065g). Prep- 
10 HPLC yielded the product as its .formate salt. (ES+: 583.3) 

EXAMPLE SP-307 

formic acid compound with N^- [ (3S) -1-azabicyclo [2 .2 . 2] oct-3- 
yl] -N^- ( (IS, 2R) -1- (3 , 5-dif luorobienzyl) - 3-{ [1- (3- 
15 ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) succinamide 
(1:1) 




F 



To a solution of R-aminoquinuclidine. (0.086g, 0.434 mmol) 
20 TEA (0.302 ml, 2.17 mmol), and anhydrous DMF (2.5 ml) was 
added 4 - [ ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 

ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) amino] -4- 
oxobutanoic acid (0.200g, 0.434 mmol), EDC (0'.125g, 0.651 
mmol), and HOBT (O.OBSg, 0.651 mmol) under nitrogen, with. 
25 stirring at 45^C overnight. Reaction mixture was quenched with 
10% sodium bicarbonate (aq.) then extracted with ethyl acetate 
then concentrated in vacuo, yielding product (0.200g). Prep- 
HPLC yielded the product as its formate salt. (ES+: 569.3) 
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EXAMPLE SP-308 

formic acid compound with N^- [ (3R) -l-azabicYclo[2 .2 .2] oct-3« 
yl] -N*- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl) cyclopropyl] aminol-2-hydroxypropyl) succinamide 
5 (1:1) 




To a solution,.of S-aminoguinuclidine (0-086g, 0.434 ramol) 
10 TEA (0.302 ml, 2.17 mmol) , and anhydrous DMF (2.5 ml) was 
added 4-[ ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ tl-(3- 

ethylphenyl ) cyclopropyl ] amino } -2 -hydr oxypropyl ) amino ] -4 - 
oxobutanoic acid (0.200g, 0.434 mmol) , EDC (0.125g, 0.651 
nmol) , and HOBT (0.088g, 0.651 mmol) under nitrogen, with 
15 stirring at 45*^C overnight. Reaction mixture was quenched with 
10% sodium bicarbonate (aq.) then extracted with ethyl acetate 
then concentrated in vacuo, yielding product (0.093g). Prep- 
HPLC yielded the product as its formate salt. (ES+r 569.3) 
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Ailoc-Cl 

DIEA 

DCM 
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BooN^ 



OH ABocrsS*^ 



Dowex 50WX2 
MeOH/50°C 

2. NHg/MeOH I 



O 

CI.// 



1. amines 
THF 



COOH ^" "^P-'socyanate 



AUoe 



1. 



1^ 




F 

HATU 
DIEA 



COOH 2. MP-carbonate 

MP-isocyanate 
3. Citric acid wash 



I 

R2 




1. Pd(Ph3P)4 
1 ,3-dimethylbarbituric add 
THF/50**C 



2. sex 




F 



MP stands for macroporous resin, 

2: A solution of 1 (2.50g; 5.75inmol) and DIEA (1.20inL; 
5 6.90inmol) in DCM (lOOmL) was cooled in an ice/water bath. 
Allyl chloroformate (0.73inL; 6.90inmol) was added, and the 
reaction was allowed to come to ambient temperature over 4h. 
The reaction was washed with 10% K2CO3 (lOOmL) , water (lOOmL) , 
brine (lOOitiL) , and dried over Na2C03. Plash chromatography on 
10 90g, silica gel with 0-30% EtOAc/ heptane afforded 2.88g 
(5.55mmol; 96%) 2 as a white solid. 
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3: A solution of 2 (2.88g; 5.55inmol) and Dowex 50WX2 
(Aldrich; 8.88g; approx. 44.4ramol) in MeOH (lOOmL) was heated 
to 50°C for 5,25h. The reaction was cooled to ambient 
tentperature and filtered. The resin was washed well with 
MeOH, and the product was eluted with approx. 3.5M ammonia in 
MeOH. After removal of solvent, 2.11g (5.04mmol; 91%) 3 was 
collected as an off-white waxy solid. 

5: The appropriate amines (O.Smmol) were added to vials 
containing 4- (chlorosulfonyl) benzoic acid 4 {2.0mL of a 0.05M 
solution of THF) plus leq. of DIEA if necessary (to liberate 
any ..amine hydrochloride salts) . The vials were agitated on an 
orbital shaker at ambient tenrperature/250rpm for 18h. MP- 
isocyanate resin (approx. 0.6ramol) was added to each vial, 
which were heated to SO^'C for 5h. The reactions were filtered, 
the resin washed well with THF, and concentrated. 

6: The acids 5 were coupled to Alloc-protected TSI 3 using 
HATU (1.2eq.) and DIEA (2.4eq.)' in DMF for 18h at ambient 
temperature. MP-isocyanate (3eq.) and MP-carbonate (leq.) 
were then added, and the reactions rocked for 4h at ambient 
temperature. The reactions were filtered, the resins washed 
well with 1, 2-dichloroethane, and concentrated. The residues 
were dissolved in 1, 2-dichloroethane (1.5mL), washed with IM 
citric acid (1.5mL) and loaded onto 3mL capacity Varian 
ChemElut Hydromatrix cartridges. After 5 min,. the product was 
eluted with 1, 2-dichloroethane (2x6mL) , and concentrated in 
vacuo. 

7: Alloc intermediates 6 were deprotected using Pd(Ph3P)4 
(O.lSeq.) and 1, 3-dimethylbarbituric acid (20eq.) in THP at 
60''C/3h. The reaction vials were concentrated in vacuo, and 
sex was performed by loading the crude reaction mixture onto 
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lOOOmg/SmL SCX cartridges using BmL MeOH. The cartridges were 
washed well with MeOH, and the products eluted with approx. 
3-5M .aitrmonia in MeOH. If necesseury/ the final products were 
purified by high- throughput preparative UV HPLC. 

The following conrpounds were prepared using the above 
described methodology. 



EXAMPLE 



Structure 



Compound Name(s) 



GAMS 



2965 




N-{ (lS,2R)-l-(3,5-' 
difluorobenzyl) -3- 
[(3- 

ethylbenzyl) amino ]. r 2 • 
hydroxypropyl } -3 - 
phenylpropanamide 



467.3 



2966 



HCOOH 



formic acid compound 
with N-{ {1S,2R)-1- 
(3 , 5 -difluorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 4 - 
{ [ ethyl ( methyl ) amino ] 
sulf onyDbenzamide - 
(1:1) 



560.1 



2967 




N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[{3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } -4- 
(piperidin-l- 
ylsulfonylJb^lZMaid^ 



586.2 



2968 




2- (2-chlorophenoxy) - 
N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl ) -3 - 
[ (3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } acetami 
de 



503.3 
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2969 



2970 



29.71 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl ) -3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl }pyrazin 
•2 -carboxamide 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 3 - 
( phenyl sulfonyl ) propa 
namide 



Ov p 



HCOOH 



441.2 



formic acid conrpound 
with N-{ (1S,2R)-1- 
( 3 , 5 -dif luorobenzyl ) - 

3-[(3- 

ethylbenzyl) amino] -2- 
hydr oxypr opyl } -4- 

(l,3-thiazolidin-3- 
ylsulf onyl ) benzamide 

(1:1) 



531.2 



589.9 



2972 



Y 



HCOOH 



formic acid compound 
with N-{ (1S,2R)-1- 
( 3 , 5-dif luorobenzyl ) - 
3-[(3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -4- 
(3,4- 

dihydro i soquinolin- 
2(1H)- 

yl sul f onyl ) benzamide 
(1:1) 



634.0 



2973 



0 




9» 




N-{{lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 

[(3- 

ethylbenzyl ) amino ] -2 - 
hydroxypropyl}-4- [ (4- 
phenylpiperazin-1- 
yl ) sulfonyl] benzamide 



663.0 



2974 



3^ 




HCOOH 
HCOOH 



formic acid compound 
witli N-{(1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3"[(3- 
ettiylbenzyl ) amino] -2- 



680.9 
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hydr oxypr opyl } - 4 - { [ 4 - 
(4- 

f luorophenyl ) piperazi 
n-1- 

yl ] sul f onyl } benzamide 
(2:1) 



2975 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[(3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } -4- 
(pyrrolidin-1- 
yl sul f onyl ) benzamide 



572 



2976 




.HCOOH 



formic acid compoxind 
with N-{ (1S,2R)-1- 
( 3 , 5 -dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -4- 
( pyrr o 1 i din- 1 - 
ylsulf onyl) benzamide 
(1:1) 



572.0 



2977 



Ljl HCOOH 
X HCOOH 



formic acid compound 
with N-{ (lS,2R)-l- 
(3 , 5 -dif luorobenzyl) - 
3-C(3- 

ethylbenzyl) amino] -2- 
hydro3C/propyl } -4 - ( { 4 - 
[3- 

( tri f luoromethyl ) phen 
yl ] piperazin-1- 
yl } sul f onyl ) benzamide 
(2:1) 



731.0 



2978 




N-{ (lS,2R)-l-(3,5- - 
di f luorobenzyl ) -3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl ) - 4 - 
[ (dimethylamino) sulfo 
nyl ] benzamide 



546 



2979 



P 




HCOOH 



fontiic acid compound 
with N-{ (1S,2R)~1- 
(3 , 5 -dif luorobenzyl) - 
3-t(3- 

ethylbenzyl ) amino ] -2 - 
hydroxypropyl } - 4 - 
[ (dimethylamino) sulfo 
nyl ] benz amide ( 1 ; 1 ) . 



546.0 



"733- 



wo 03/040096 



PCT/US02/36072 



2980 


HCOOH J 


formic acid coinpoxind 
with 4-{[{4- 
chlorophenyl) (methyl) 
amino ] sulf onyl } -N- 
{ {lS,2R)-l-.(3,5- 
difluorobenzyl) -3- 

e thylbenzyl ) amino ] - 2 - 
hydr oxypropyl ) benzami 
de (1:1) 


642.0 


2981 


Y HCOOH 


formic acid compound 

with ' 4- 

{ [benzyl (phenyl ) amino 

] sulfonyl}-N- 

{(lS,2R)-l-(3,5- 

dif luorobenzyl) -3- 
^ / "5 — 

L V-5 

ethyibenzyl) amino] -2- 
hydr oxypropyl } benzami 
de (1:1) 


684.1 


2982 


T HCOOH 


formic acid compound 
with N-{ (ls;2R)-l- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

e thylbenzyl ) amino] -2- 
hydr oxypropyl } - 4 — 

(morpholin-4- 
ylsulf onyl ) benzamide- 

(1:1) 


588.1 


2983 


Y HCOOH 


formic acid compound 
with 4-{[(2- 
cyanoethyl) (methyl) am 
irio] sulf onyl} -N- 
{{lS,2R)'-l-(3,5- 
di f luorobenzyl ) - 3 - 

ethylbenzyl) amino] -2- 
hydroxypropyl }. benzami 
de (1:1) 


585.0 


2984 


V ^ 

^l^jT HCOOH 


formic acid compound 
with 4- 
{ [cyclohexyl (methyl) a 
mino] sulf onyl} -N- 
{(lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - 

ethyibenzyl ) amino] -2- 
hydroxypropyl } benzami 

de (1:1) 


614.0 
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2985 


HCOOH 


formic acid compoiind 
with N-{ {1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino ] -2- 
hydr oxypr opy 1 } - 4 
{ [methyl (2-pyridin-2- 
ylethyl) amino] sulf ony 
Dbenzamide (2:1) 


637.0 


2986 


\J HCXX5H 
F 


formic acid compound 
with N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- ... 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } -4- 
{ [methyl (phenyl) amino 
] sulf onyDbenzamide 
(1:1) 


608.1 


2987 


- Y- 

Y HCOOH 


formic acid compoiind 
with 4" 
{ [benzyl (methyl) amino 
isulfonyl}-N- 
{(lS,2R)-l-(3.5- 
dif luorobenzyl) -3 - 
[(3- 

ethyllpenzyl) amino] -2- 
hydroxypropyl }benzami 
de (1:1) 


622,1 


2988 


Y 

^ X HCOOH 


formic acid compound 
with N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3-- 

ethylbenzyl ) amino ] -2- 
hydroxypropyl } -4- 
{ [methyl (2- 
phenylethyl ) amino] sul 
f onyDbenzamide (1:1) 


636.1 


2989 : 


'^'^^ HCOOH 


formic acid compound 
with - - 4- 
{ [allyl (methyl) amino] 
sulfonyl}-N-{ (1S,2R)- 
l-(3,5- 

di f luorobenzyl ) -3 - 
r 

L ^o- 

ethylbenzyl ) amino ] -2- 
hydroxypropyl } benzami 
de (1:1) 


572.1 
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2990 


V 

p HCOOH 


formic acid compound 
with 4-{[[2- 
{ diethylamino ) ethyl ] ( 
methyl ) amino] sulf onyl 
}-N-{{lS,2R)-l-.(3,5- 
dif luorobenzyl) -3- 
t (3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } benzami 
de (2:1) 


631.1 


2991 


V 

T HCOOH' 
F 


formic acid coircpound 
with N-{ (lS,2R)-l- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 

hydr oxypr opyl } - 4 - 
{ [methyl (propyl ) amino 
] sulf onyl } benzami de 
(1:1) 


574.1 


2992 


O 0 

HCOOH 


formic acid compound 
with 4- 
{ [butyl (methyl ) amino] 
sulfonyl}-N-{ (1S,2R)- 
l-(3,5- 

dif luorobenzyl) -3- 
[ (3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } benzami 
de (1:1) 


588.1 


2993 


Y HCOOH 

■ ■ 


formic acid compound 
with N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydr oxypr opyl } - 4 ~ 
{ [methyl (pentyl ) amino 
] sulf onyl) benzami de 
(1:1) 


602.1 


2994 


O^^O 

LJ) HCOOH 


formic acid compound 
with N-{ (1S,2R)-1- 
( 3 , 5-dif luorobenzyl ) - 
3-[(3" 

ethylbenzyl) amino] -2- 
hydr oxypr opyl } -4- 
{ [isopentyl (methyl) am 
ino] sulfonyDbenzamid 
e (1:1) 


602.1 
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2995 


^ HCOOH 
^ HCOOH 


formic acid compound 
with N-{ {1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } - 4- 

methylpyrrolidin-3 - 
yl ) amino ] sulf onyl } ben 
zamide (2:1) 


615.0 


2996 


°\/° 

HCOOH 


formic acid conpoimd 
with N-{(1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

eunyxjjenzyx / aiuxuuj 
hydroxypropyl } - 4 - 
[ (dipropylamino) sulf o 
nyl]benzamide (1:1) 


602.0 


2997 


Y HCOOH 


formic acid conrpoxond 
with 4- 
[ (diethyl amino) sulf on 
yl]-N-{(lS,2R)-l- 
{ 3 , 5-dif luorobenzyl ) - 
3-r(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } benzami 
de (1:1) 


574.0 



EXAMPLE SP^SIO. 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ { 3 -ethylbenzyl ) amino] -2 - 
hydro3Ci^ropyl)-2- [methyl (methylsulf onyl) amino] -1, 3-oxazole-4- 
carboxamide 



-737- 




ethyl 2-aniino-l , 3-oxazole-4-carboxylate 



Step 1. To a 250 ml 3-neck round bottom flask was added 
(20g, 0.3332 moles) urea, (150ml) ethanol and (42.42g, 0.2175 
5 moles, 0.65eq) ethylbromopyruvate . The mixture was then 
heated under agitation to reflux for 16 hours. The reaction 
solution changed from yellow to red in color. The reaction 
solution was then evaporated to dryness and the crude product 
was taken up in (50ml) water and (150ml) ethyl acetate. The 

10 pH was adjusted from 1 to 10 using 2N sodium hydroxide, 
changing the biphasic mixture a dark red. The mixture was 
separated and the aqueous phase was extracted twice with ethyl 
acetate. The organic layers were then combined and washed 
with water and brine. The resulting yellow solution was 

15 concentrated to *-50ml, causing an off-white solid to 
precipitate out. The solid was filtered off and washed with 
ethanol and diethyl ether. The mother liquor was then 
evaporated to dryness and the resulting oily solid was taken' 
up in (150ml) ethyl acetate and concentrated to. -'50ml. An 

20 off-white solid precipitated out. The mixture was cooled in 
an ice bath, and the solid was filtered off and washed with 
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ethanol and diethyl ether to give ethyl 2-amino-l, 3-oxa2ole-4- 
carboxylate (14.79 g) . 

ethyl 2- [ (methylsulf onyl ) amino] -1 , 3 -oxa2ole-4 -carboxylate 
5 Step 2. To a 20 ml screw cap vial was added (Ig, 5.8069 

iranoles) ethyl 2-amino-l , 3-Gxazole-4-carboxylate, (10ml) 
dichloromethane and (1.39ml, 7 . 9797mmoles , 1.25 eq. ) N,N- 
diisopropylethylamine. To the reaction was then added 
(0.545ml, 7.0415 mmoles, 1.1 eg.) methanesulf onyl chloride, 
10 and the reaction was agitated for 14 hours. The reaction was 
then evaporated to dryness and purified using a Biotage silica 
gel column, resulting in . (272mg) of ethyl 2- 
[ (methylsulf onyl) amino] -1 , 3-oxazole-4-carboxylate . 

15 ethyl 2- [methyl (methylsulf onyl) amino] -1, 3-pxazole-4- 

carboxylate 

Step 3. To a 25 ml round bottom flaslc under N2 was added 
(101. 8mg, 0.4346 mmoles) ethyl 2- [ (methylsulf onyl) amino] -1, 3- 
oxazole-4-carboxylate, (180.2mg, .1.3038 . mmoles, 3.0 eq.) 

20 potassium carbonate, and (5ml) acetonitrile. The mixture was 
then agitated at ambient temperature while (33.8jil, 0.5429 
mmoles, 1.25 eq.) iodomethane was added. The reaction was 
allowed to run at ambient temperature for 3 hoiirs. An 
electrospray mass spec indicated mostly starting material. 

25 The N2 line was removed and an additional (40jxl, 0.6425 mmoles, 
1.5 eq.) iodomethane were added. The reaction was left at 
ambient temperature overnight. The reaction was quenched with 
(5ml) IN HCl and was extracted with dichloromethane. The 
organic layer was washed with water and then evaporated to 

30 dryness. The resulting oil was purified by preparative HPLC, 
yielding (70mg) of ethyl 2- [methyl (methylsulf onyl) amino] -1^ 
oxazole-4-carboxylate . 



-739- 



IVO 03/040096 




PCT/US02/36072 



2- [methyl (methylsulfonyl) amino] -1, 3-oxa201e-4-carboxylic acid 

Step 4, To a 50 ml round bottom flask was added (61mg, . 
0 .2457 ramoles) ethyl 2- [methyl (methylsulfonyl) amino] -1,3- 
oxazole-4-carboxylate, (51.5mg, 1.2274 ramoles, 5.0 eg.) 
lithium hydroxide, (2.5ml) tetrahydrofuran and {1.5ml) water. 
The reaction was agitated at ambient temperature for -2 hours. 
The reaction was complete by electrospray mass spec. The 
reaction was worlced up by adding (5ml) IN HCl and then 
extracting with ethyl acetate. The organic layer was washed 
with water and brine and* then dried with magnesium sulfate. 
The solution was .then evaporated to dryness, leaving {44.6mg) 
of 2- [methyl (methylsulfonyl) amino] -1, 3-oxazole-4-carboxylic 
acid. 

lsr-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl)amino] -2- 
hydroxypropyl} -2" [methyl (methylsulfonyl) amino] -1, 3-oxazole-4- 
carboxamide 

Step 5. To a 7 ml screw cap vial was added (20.9mg, 
_0...0949_.mmoles) 2- [methyl (methylsulfonyl) amino] -1, 3-oxazole-4- 
carboxylic acid, (36.7mg, 0.1097 mmoles, 1.15 ieq. ) (2R,3S)-3- 
amino-4- (3 , 5-dif luorophenyl) -1- [ (3-ethylbenzyl) aInino]butan-2- 
ol and (54.6mg, 0.1436 mmoles, 1.5 eq.) HATU, followed by 
(1.25ml) N,N-dimethylformamide. The reaction was placed in an 
orbital sha]cer and was left at ambient temperature ; for 2 
hours. The reaction was quenched with {2ml) IN HCl. The 
clear solution was extracted three times with ethyl acetate 
and the combined organic layers- were washed with saturated 
sodium' carbonate solution and then brine. The solution was 
then dried with magnesium sulfate and evaporated to a clear 
oil which was purified by preparative HPLC, resulting N- 
{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-2- [methyl (methylsulfonyl) amino] -1, 3-oxazole-4- 
carboxamide ( 15 . 7mg) . 
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EXAMPLE SP-311 

methyl 3 -cyano-5- [ ( dipropyl amino ) carbonyl ] benzoate 




Methyl 3-bromo-5- [ (dipropyl amino) carbonyl] benzoate 

( Preparation 3 ) (0.15 g) , copper (I) cyanide , and N- 
methylpyrrolidinone .(1. mL) was heated at 150. ""C overnight, at 
which time the mixture was cooled and partitioned between 

10 ethyl acetate and aq, HCl (IN). The organic - layer was dried 
(magnesiiam sulfate), concentrated under reduced pressure, and 
the residue was chromatographed on silica gel using ethyl 
acetate-hexane (20/80) to give 0,066 g of the desired product, 
ms (m + H) 289.2. See also preparation 7 for the preparation 

15 of the acid. 



20 



EXAMPLE SP-312 

(2R, 3S) -3-amino-4- (3, 5-dif luorophenyl) -l-{ [3- 
(trif luoromethyDbenzyl] amino}butan-2-ol dihydrochloride 



ok 



V 




A mixture of oxirane (1.0 g) and 3- 
25 (trifluoromethyl)benzylamine (1.2 g) in isopropyl alcohol (25 
mL) was stirred at reflux for 4 h, at which time the mixture 
was cooled and the solvent was removed under reduced pressure. 
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The residue was partitioned between ethyl acetate and aq. HCl 
(IN) and the organic layers were dried (sodixom sulfate), 
concentrated, and chromatographed on silica gel using 
methanol-dichloromethane (5/95) to give 1.0 g of tert-butyl 
(1S,2R)-1- (3, 5-difluorobenzyl)-2-hydroxy-3-{ [3- 
( trif luoromethyl ) benzyl] amino }propylcarbainate . 

The carbamate group was then removed essentially using 
the method described in EXAMPLE SP-272. 



10 EXAMPLE SP-313 

3- [ (dipropylamino) carbonyl] -S-ethynylbenzoic acid 

IMS 




=— TMS 

OMe Pda2(Ph3P)2 
CuI.Et3N 
O 85% 




OMe 



IMKOH 

MeOH 
quantitative 



25 



26 




15 



20 



27 

•Step ...1: A solution of methyl 3-bromo-5- 

[ (dipropylamino) carbonyl] benzoate (25) (200 mg, 0.58 mmol) , . 
PdCl2^(Ph3P)2 (16 mg, 0.03 mol %) and Cul (6 mg, 0.05 mol %) in 
triethylamine (1.2 mL) was heated to reflux. (Trimethylsilyl) 
acetylene (100 (iL, 0.7 mmol) was added, and the bright yellow 
solution (juickly turned orange then went brown" within a 
minute. The reaction mixture was stirred for 3 h, cooled to 
room tentperature, diluted with H2O (20 mL) , and extracted with 
CHCI3 (3 X 15 mL) . The combined organics were washed with 
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saturated NaCl (20 mL) , dried {Na2S04) , filtered, and 
concentrated . tander reduced pressure to give methyl 3- 
[ (dipropylamino) carbonyl] -5- [ (trimethiylsilyl) ethynyl ] benzoate 
26 (185.5 mg) : NMR (300 MHz, CDCI3) : 5 7.95 (s, IH) , 7.75 
5 (s, IH), 7.43 (s, IH), 3.74 (s, 3H) , 3.25 (br s, 2H) , 2.95 (br 
s, 2H), 1.49 (br s, 2H) , 1.34 (br s, 2H) , 0.79 (br s, 3H) , 
0.56 (br s, 3H), 0.06 (s, 9H) . 

Step . 2 : . To a stirred solution of .methyl 3- 
10 [ (dipropylamino) carbonyl] -5- [ (trimethylsilyl) ethynyl] benzoate 

26 (185.3 mg, 0.49 mmol) in MeOH (2.5 mL) was added a solution 
of KOH (2.9 mL of a 1 M solution'. in H2O, 2.9 mmol). The 
resulting homogeneous brown solution turned to a white/brown 
suspension, then to a clear brown solution. The reaction 
15 mixture was stirred for 4 h, diluted with CHCI3 (40 mL) , 
separated and the organic layer was concentrated under reduced 
pressure • to - ^ provide . 3- [ (dipropylamino) carbonyl] -5- 
ethynylbenzoic acid 27 (141.8 mg) : NMR.OOO MHz, CDCI3) : 6 
8.22 (d, J = 1 Hz, IH), 8.05 (d, J = 1 Hz, IH) , 7.71 (d, J = 1 
20 Hz, IH), 3.48 (br s, .2H), 3.17 (s, IH), 3.16 (br s, 2H) , 1.7i 
(d, J = 7 Hz, 2H), 1.55 (d, J = 7 Hz, 2H) , 1.00 (d, J = 7 Hz, 
3H) , 0.78 (d, J = 7 Hz, 3H) . 

The following compounds were also prepared using the 
25 procedures described above and the schemes described below, . 
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EXAMPIiE 


Structure 


Conpouzid Na2ns(8) 


Uass 
Spec 




1 

t 

HO. — ^N'^ 
1 


SF-{(lS,2R)-l-{3,5- 
aif luorobenzyl) -3- [ (3- 
Bthylbenzyl) aitiino] -2- 
tiydr oxypropy 1 } - 3 - [ { 2 - 
tiydroxyetliyl ) (methylsu 
If onyl ) amino] benzamide 


*575;3" 


2999 


F 






3000 


1 ^ 

S iTS h C>h h 


5-bromo-N^-{ (1S,2R)-1- 
(2 , 4 -dif luorobenzyl) - 
3- [ ( J- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -N^ , N^- 
dipropylisophthalamide 


**644, 
646 




o 


N-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2- 
hydroxypr opyl } - 3 - [ ( 2 - 
methoxyetliyl ) (methylsu 
If onyl ) amino ] benzamide 
hydrochloride 


**590 


3001 


F 






3002 


05k 

(fS H QH H 
F 


N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] ~2- 
hydroxypropyl } - 3 - 
[ (methylsulf onyDmethy 
1] benzamide 


" **531 


3003 




N^-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } - 5 - [ ( 4 - 
hydroxybuty 1 ) sulfonyl] 

dipr opy 1 i s oph thalamide 
hydrochloride 




3004 


T T i 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypropyl } - 1- 
(dipr opyl amino) isoquin 
oline-7 -carboxamide 


**589.4 
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3005 


1 0=k=0 

T T i ^ 1 
V 

F 


Sr^-{(lS,2R)-l-(3,5- 
iif luorobenzyl) -3- [ (3- 
sthylbenzyl) amino] 
tiydroxypropyl}-5-{ [ (2- 
bydroxyethyl ) (methyl) a 
Tiino] sulfonyl}-N^,N^- 
iipr opyl i sophthalandde 


**703 


3006 


1 o=s=o 


(lS,2R)-l-(3,5- 
iif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hiydr oxypropy 1 } - 5 - 
' {etliylamino)sulfonyl] 

dipr opy 1 i s ophtlial amide 


**673 


3007 


NyN 

0 0 -x^^P 

y H-a 

F 


Kr^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (S'- 
etliylbenzyl) amino] -2- 
hydr oxypropy 1 } - 5 - ( 5 - 
metliyl-1,2,4- 
oxadiazol-3-yl) -N^,N^- 
dipr opy 1 i sophtlial amide 
hydrocliloride 


**648.4 


3008 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } - 2 ~ 
[mettiyl (metlxylsulf onyl 
) amino] -1 , 3-oxazole-4- 
carboxamide 


* *★* 

C O 1 "O 

(+) 




F 

0 o fYT^^ 

^ - H H H |l^ 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opyl } -N^ , N^- 
dipropylmalonamide 




3009 










F 


n2-{(1s,2R)-1-(3,5- 
dif luorobenzyl) -3- [ (3- 
etllylbenzyl ) amino] -2- 
hydr oxypr opyl } -N^ , N^- 
dipropylbicyclo [2 • 2 . 1] 
nepu— o^ene-z i o — 
dicarboxamide 




3010 


( 
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3011 


O 1 


H 

^OH H 1!^ 


(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 - 
hydroxypropyl } -N^ / N^- 
dipropylcycl opentane- 
1 , 3 -dicarboxamide 




3012 


0 \ / o 


F 


N'-{(1S,2R) -1~{3,5- 
dif luorobenzyl) -3 - [ {3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } - 3 , 4- 
dimethyl-NSN^- 
dipropyl thieno [2,3- 
b] thiophene-2 , 5- 
di carboxamide 




3013 






F 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - 
pllenyl-N^N^- 
dipropylpentanediamide 




3014 


o 1 0 / 


F 


-benzyl -N^-{ (1S,2R)- 
l-(3,5- 

dif luorobenzyl) -3~ [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- [ 2 - 
(dipropyl amino) -2- 
oxoethyl] glycinamide 




3015 


C 

° 1 


1 

^N-X 


F 
H 


3- {4-chlorophenyl) -N^- 
{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
etllylbenzyl) amino] -2- 
hydroxypropyl } -N^ , N^- 
dipr opy Ipentanedi amide 




3016 


O 0 / 


F 


{2E)-N^-{(1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 

3-[(3-' 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - 
(methoxyimino ) -N^ , N^- 
dipropy Ipentanedi amide 




3017 


^ H 


F 


Kr^-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- [ 2- 
{ dipropylamino ) -2 - 
oxoethyl] -N^- 
pheny Iglyc inami de 
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3018 




N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 - 
hydr oxypr opy 1 ) -N^ , - 
dipropylcyclohexane- 
1 , 2 -dicarboxamide 



3019 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ iS- 
ethylbenzyl) amino] -2- 
hydr oxypropyl } -3 - 
phenylpropanamide 



***467. 
3 



N^-{ (lS,2R)-l-(3,5- " 

dif luorobenzyl) -3~ 

[ (l,l-dioxido-3,4- 

dihydro-2H-l,2- 

benz o thi a z in- 4 - 

yl)amino]-2- 

hydr oxypropyl } - 5- 

cnethyl-N\N^- 

dipropylisophthalamide 



3020 




3021 




N^-{ (lS,2R)-l-{3,5- 

dif luorobenzyl) -3- 

[ (1, l-dioxido-3,4- 

dihydro-2H-l,2-- 

benzothiazin-4-- 

7I) amino] -2- 

hydr oxypropyl } - 5 - 

Daetllyl-N^N^- 

dipropylisophtlialamide 




i H, 



u OH H 

o i H 




p 



3022 



N"-{ (lS.2R)-l-(3,5- 
dif luorobenzyl) -3- 
[ {2, 2-dioxido-3,4- 
dihydro-1,2- 
benz oxa tlii in- 4 - 
yl ) amino] ~2- 
hydr oxypropyl } -5- 
^lethyl -N^ , N^- 
dipr opyl i soph ttialamide 




JL H OH H 
O I H 




3023 



(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[ (2 , 2-dioxido-3/4- 
dihydro-1,2- 
benz oxa thi in- 4 - 
yl) amino] -2- 
hydr oxypr opyl } - 5 - 
[nethyl-N^N^- 
dipr opyl i soph thalacaide 
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3024 




II 

0 


1 ^ 
0 / 

> 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2 - 
hydroa^-S- [ (7-inethoxy- 
1,2,3,4- 

tetrahydronaphthalen- 

1 -y 1 ) amino ] propyl } - 5 - 

[^ethyl-N^N^- 

dipr opy 1 i s oph thai ami de 




3025 




i 

o 


1 i 1 

1 I'm?" h rl 

n i Lj T T 


N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy- 3 - [ ( 7 -me tho3<y- 
1,2,3,4- 

tetrahydronaphthalen- 
1 -y 1 ) amino ] propyl } - 5 - 
methyl -N^N^- 
dipr opy 1 i s oph thai ami de 




3026 


( 




Isr^-{ (lS,2R)"l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
e thy Ibenzyl) amino] -2- 
hydroxypr opyl } - 5 - ( IH- 
imidazol-2-yl) -N^,N^- 
dipropylisophthalamide 


**632.3 


3027 




1 H H 1^ 

T 


!SI-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3- t {3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -2 - 
propyl-1,3- 
benzoxa2ole-6- 
carboxamide 


**522 


3028 






H 9" H 

HCI 

F 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -^2- 
hydroxypr opy 1 } - 2 - 
methyl-1,3- 
benzoxazole-5- 
carboxamide 
hydrochloride 




3029 




1 o=s=o 


5- [ ( tert- 

butylamino) sulf onyl] - 
N^-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^ , N^- 
dipropylisophthalaraide 


^ 4* ^7 A ^ 


3030 


1 o=s=o 

F 


5-{ [tert- 

butyl (methyl) amino] sul 
f onyl } -N^- { ( IS , 2R) -1- 
(3,5 -dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl ) ainino ] - 2 - . 
hydroxypr opyl } -N^ , N^- 
dipr opy 1 i s oph thai amide 


* *71 t: 
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3031 




W-{ {lS,2R)-l-(3,5- 
ciLf luorobenzyl) - 3- [ (3- 
ethylbenzyl ) amino] ^2- 
hydroxypropyl } -2 - 
isopropyl-1 , 3- 
benzoxazole-6- 
carboxamide 


**522 


3032 


T T X ^ " 


(2S)-N-{{1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[{3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - 
hydroxy-2- (1- 
naphthyl) ethanamide 




3033 


TT T i H 


{2R)-N-{ (IS, 2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2 - 
hydroxy-2- (1- 
piaplitliyl) ethanamide 




3034 


H H^\)HH 11^ 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } isonicot 
inamide 




3035 


/=\ 

1 rli H 5" H 


N^- { ( IS, 2R) -1-benzyl- 

3-.[(3- 

ethylbenzyl ) amino ] -2 - 
hydroxypropyl } -N^- 
methyl- 5- (1,3-oxazol- 
2-yl)-N^- 

propyl i s ophthalamide 


**569.3 


- 






**642 . 3 


3036 


Y 
















1 H 9" H 0 


- 


* ic e^'] A A 


3037 









-749- 



wo 03/040096 



PCTAJS02/36072 



3038 



3039 



o 0 



N'-{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -3 - [ .( 3 - 
e thylbenzyl ) amino ] -2 - 
hydr oxypr opyl } - 5 - [ 1 - 
( ethoxyme thy 1 ) - IH- 
imidazol-2-yl] N^- 
dipropyli sophthalamide 




HCl 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ {3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } - 2 - 
propyl-1, 3- 
benzoxazole- 5 - 
carboxamide 

hydrochloride 



**590.3 



**522 




3040 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } - 2 - 
isopropyl-1, 3- 
benzoxazole-5- 
carboxamide 
hydrochloride • 



**522 



3041 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl). -3- t (3- 
ethylbenzyl) amino] -2- 
hydr oxypropyl } - 3 - 
{ [ethyl (methyl) amino] s 
ulf onyl }benzamide 



**560 




3042 



N-.H1S,2R)-1"{3,5- ... - 
dif luorobenzyl) -3 - [ (3- 
e thylbenzyl) amino] -2- 
hydroxypropyl } -2 - 
[nethyl-1,3- 
benzoxazole-5- 
carboxamide 

hydrochloride 



^494 



3043 




N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypr opy 1 } - 5 - 
(methyl sul f onyl ) -N^ , - 
dipropylisophthalamide 



^644 



-750- 



wo 03/040096 



PCT/US02/36072 



N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3^ 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 5 - 
(methylsulf onyl ) -N^ , N^- 
dipropylisophthalamide 
hydrochloride 



3044 




**645.0 
• 4 



3045 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - 
cnethyl-l, 3- 
benzoxazole-7- 
carboxamide 
hydrochloride 



^494 




H 9^^ H 



30^6 





methyl 3-[ {{ (1S,2R)-1- 
( 3 , 5 -dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } amino ) ca 
rbonyl ] benzoate 



**497.3 



3047 




(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- 1 (5-methoxy- 
1,2,3,4- 

t e t r ahy dr onaphtha 1 en- 
1-yl ) amino ] propyl } - 5- 
Inethyl-N^N^- 
dipropylisophthalamide 



3048 




lSr^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (5-methoxy- 
1,-2,3,4- 

tetrahydronaphthalen- 
•yl ) amino ] propyl } - 5- 
methyl -N^N^- 
dipr opy 1 i s oph thai amide 



3049 




ELAN-91970 



-751^ 



wo 03/040096 



PCTAJS02/36072 



3050 




A H „ OH H 

o V'^>tf^^-\_ 

o i H 

\ // 



N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (6-methoxy- 

.2,3,4- 
tetrahydronaphthalen- 
l-yl) amino]proi)yl}-5- 
. [nethyl-N^N'- 
P dipropylisophthalamide 



3051 




Hh9" H 




N^-{ (lS,2R)-l-{3,5- 
di f luorobenzyl ) - 3 - 
[ (lS)-2,3-dihydro-lH- 
inden-l-ylamino] -2- 
hydroxypropyl } -5- 
methyl -N^ N^- 
dipr opyl i sophthalamide 



3052 




N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] - 2- 
hydroxypropyl } -N^ , N^- 
dipr opy 1 cycl ohexane- 
1 , 2-dicarboxainide 



c 



o=s=o 



3053 




N-{ (1S,2R)-1- (3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] - 2- 
hydr oxypropyl } - 3 - 
{ [ (2R)-2- 

(methoxymethyl ) pyrroli 
din-1- 

yl ] sulf onyl }benzamide 



**616 



3054 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 1 (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 4 - 
{ [ethyl (methyl ) amino.] s 
ulf onyl }benzamide 



**.560 




HCtXJH 



3055 



formic acid contpoxind 
with N-{(1S,2R)-1- 
(3,5 -di f luorobenzyl ) - 
3-t (3- 

ethylbenzyl) amino] -2- 
hydro3«ypropyl } -4- 
{ [ethyl (methyl ) amino] s 
ulfonyl }benzainide 
(1:1) 



***560, 
1 



-752^ 



wo 03/040096 



PCT/US02/36072 







N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypr opyl } - 3 , 5 - 
dimethylbenzamide 




3056 


F 




• 


3057 


F 


N^-butyl-N^- ( (IS, 2R) -1- 
( 3 , 5 - di f luorobenzyl ) - 
3-{[l-(3- 

ethynylphenyl) cyclopro 
pyl] amino}-2- 
hydroxypropyl) -N^- 
methyl-5- (1, 3-thiazol- 
2-yl) isophthalamide 




3058 


F 

1 , H"0H » KJ 


-butyl -N^- {{IS, 2R) -1- 
( 3 , 5 -dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- 
cnetliylpentanedi amide 




3059 


F 

No O f^l*^F 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypr opyl } -N^ , N^- 
dipropylpentanedi amide 




3060 


F 

^ O O r^^'^^^F 

r 


(2R)-N^-{{1S,2R) -1- 
( 3 / 5--dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2- 
[nethyl-N^,N^- 
dipropylpentanedi amide 




3061 


F 

- o O r'^'^^^^^F 


(2S)-N^-{ (1S,2R)-1- 
(3 , 5 -dif luorobenzyl) - 
3-[{3- 

ethylbenzyl ) amirio] -2- 
hydr oxypr opy 1 } - 2 - 
methyl -n\N^- 
dipropylpentanediamide 




3062 


F 


Isr^-{ (lS,2R)-l-(3,5- 
Qxrj.uoroDenzyi ; — j — i v J" 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^ , N^- 
dipr opy 1 sue c inami de 




3063 


F 

[ 9 1 f D< ^ 
J H i„"H 1!^ 


N^-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^- [ 2 - 
(dipropylamino) -2- 
oxoethyl]-N^- 
methylglycinamide 





-753- 



wo 03/040096 



PCT/US02/36072 



3064 


N 0 H ° 


F 


N^-{(lS,2R)-l-(3,5- 
difluorobenzyl ) -3- [ (3- 
etnylJDenzyl ) amino] -2- 
hydroxypropyl } -N^- [ 2 - 
( dipropylamino ) -2 - 
oxoethyl ] glycinamide 




3065 


O 0 


F 

A 


N-{(1S,2R) -l-O/S- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } - 5 - [ 2 - 
(methoxymethyl ) pyrroli 
din-l-yl]-5-" 
oxopentanamide 




3066 


F 


N'-{(1S,2R) -l-(3,5- 
dif luorobenzyl) -3- [ (3^ 
etliylbenzyl ) amino ] -2 - 
hydroxypropyl } -N^- ( 2- 
f urylmethyl ) -N^- 
methylpentanediamide 




3067 


^ 0 0 


F 

H"0H H 


9 


N^-((lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
{ [ (4-ethylpyridin-2- 
yl ) methyl ] amino } - 2 - 
hydroxypropyl) -5- 
methyl-N^N^- 
dipropyli soph thai amide 








F . 




N*-((lS,2R)-l-(3,5- - 
dif luorobenzyl) -3-{ [1- 
(3- - 
ethynylphenyl ) cyclopro 
pyl]amino}-2- ' 
hydroxypropyl ) - 6- 
methyl-N^N^- 
dipropylpyridine-2 , 4- 
dicarboxamide 




3068 










0 V 


QH H 


HCl 


N-{(lS,2R)-l-(3,5- 

di f luorobenzyJ. ) -3 - [ { 3 - 

ethylbenzyl) amino] -2- 

hvdroxvDropvl } - 2 , 2- 

dimethyl chromane- 7 - 

carboxamide 

hydrochloride 


**523 


3069 










3070 


o 


'Y 

F 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2 , 2 - 
dimethylchromane- 6- 
carboxamide 


**523 



-754- 



wo 03/040096 



PCT/US02/36072 



3071 • 




N-{{lS,2R)-l-(3,5- 
difluorobenzyl) --S-l (3- 
ethylbenzyl ) amino ] -2 - 
hydroxypropyl } - 2 - 
cnethyl-l, 3- 
benzoxazole-4- 
carboxa^nide 
hydrochloride 



3072 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2- 
tiydr oxypr opy 1 } - 2 - 
propyl-1, 3- 
benzoxazole-4- 
carboxamide 
tiydrochloride 



3073 



N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3 - [ (3~ 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -4- 
{[(2R)-2- 

(methoxymethyl ) pyrroli 
din-1" 

yl] sulf onyl}benzamide 



HO-S-OhP" 



3074 




N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 3 - 
{di]iydroxy[{2S)-2- 
{hydroxymetliyl ) pyrroli 
din-l-yl] -lambda*- 
sulf anyl }benzamide 




l-butyl-N-{ {1S,2R)-1- 
(3 , 5-dif luorobenzyl ) - 
3-[(3- • ■ 

ethylbenzyl ) amino] - 2- 
hydroxypropyl } - IH- 
indol e- 6 - c arboxamide 



3075 



H 9" H 



3076 




N-{ {lS,2R)-l-{3,5" 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 1 - 
propyl -IH- indole- 6- 
carboxamide 



^520 



-755- 



wo 03/040096 



PCT/US02/36072 




3078 



l-butyl-N-{ (1S,2R)-1- 
3 , 5-dif luorobenzyl ) - 

3-[(3-. 

ethylbenzyl ) amino ] -2 - 
hydroxypr opy 1 } - IH- 
indole- 5-carboxamide 
hydrochloride 



N«{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 3 - [ 4 - 
( 2 -hydr oxye thyl ) - 1 , 3 - 
oxazol - 2 -yl ] benzamide 



**534 



**550.3 



3079 




N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hYdroxy-3 - [ { 3 - 
isopropylbenzyl) amino] 
propyl } -N^ / N^-dipropyl- 
5- (l,3-thiazol-2- 
yl ) isophthalamide 



**663,3 




11 H 9" H f 




3080 



N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (3-. 
isopropylbenzyl) amino] 
propyl } -N^ , N^-dipropyl- 
5-(l,3-thiazol-2- 
yl ) isophthalamide 
hydrochloride 



**663.3 



3081 




N-^-< (lS,2R)-l-<3,5.-. . 
di f luorobenzyl ) -3 - 
{ [ (4-ethylpyridin-2- 
yl ) methyl ] amino} -2- 
hydroxypropyl ) -5- { 1 , 3 - 
oxazol-2-yl) -N^N^- 
dipropylisophthalamide 




3082 



N-( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 

ethynylphenyl) cyclopro 

pyl]amino}-2- 

hydr oxypr opy 1 ) - 4 - 

( ethoxymethyl ) benzamid 

e 



"756- 



wo 03/040096 



PCTAJS02/36072 



3083 




l-butyl-N-{ (1S,2R) -1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } indoline 
- 6 -carboxamide 
hydrochloride 



**535.9 



HN 

o=s=o 



3084 




3-[ (tert- 
butylamino) sulf onyl] " 
N-{ {lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } benzamid 



3085 




N-{ (lS,2R)-l-(3,5- • 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 2 , 3 - 
dihydro-1,4- 
benz odi oxine - 6 - 
carboxamide 
hydrochloride 



G 



.OH 



N 

o=s=o 




3086 




N-{ (lS,2R)-l-(3/5-- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 3 - 
{t(2R)-2- 

(hydroxymethyl ) pyrrol i 
din-1- 

yl] sulf onyl}benzamide 



3087 




N 



ISr^-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^ , N^- 
dipr opy 1 - 5 -pyr i din- 4 - 
yl i sophthal ami de 
dihydrochloride 



**643.3 



3088 




H— CI 



N^-butyi-N^-{ (IS, 2R) -1- 
( 3 , 5-dif luorobenzyl) - 
3-[(3- 

ethynylbenzyl) amino] - 
2 -hydr oxypr opy 1 } -N^ , 5 - 
dimethylisophthalamide 
hydrochloride 



-757- 



wo 03/040096 



PCTAJS02/36072 



3089 




N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -2- 
hydro3cy-3-[ (3- 
isopropylbenzyl) amino] 
propyl}-3-{[(2R)-2- 
(methoxymethyl ) pyrroli 
din-l-yl] carbonyl}-5- 
methylbenzaiaide 
hydrochloride 



**608.3 



3090 




Isr"-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethynylbenzyl) amino] - 
2 -hydr oxypr opyl } - 3 - 
{[(2R)-2- 

(methoxymethyl ) pyrroli 
din- 1 -y 1 ] carbonyl } - 5 - 
methylbenzamide 
hydrochloride 



**590.3 



3091 




3 - (l-butyl-•lH-pyrazol- 
4-yl)-N-{(lS,2R)-l- 
( 3 / 5-dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl }propcinam 
ide 




3092 



N-((lS,2R)-l-{3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethylphenyl) cyclopropy 
1] amino} -2- 
hydroxypropyl ) -3 - 
{[(2R)-2- 

(methoxymethyl ) pyrroli 
din- 1 -y 1 ] carbonyl } - 5 - 
methylbenzamide 
hydrocliloride 



**620.3 



3093 




1 -butyl -N- { ( IS , 2R) -1- 
(3 , 5 -dif luorobenzyl) - 
3-[(3-- 

etliylbenzyl) amino] -2- 
hydr oxypr opyl } -IH- 
indaz o 1 e - 6 - c arboxami de 



3094 




ISr-.{(lS.2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbe^zyl) amino] -2- 
hydr oxypr opyl } - 2 - 
thien-2-yl-l,3- 
t hi a zo 1 e - 4 - c arboxami de 



★ ** * 
528.2 
( + ) 




3095 



5- (aminosulf onyl) -N- 
{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } -1- 
methyl-lH-pyrrole-2- 
carboxamide 



521.2 
( + ) 



-758- 



wo 03/040096 



PCT/US02/36O72 



3096 




i^-{(lS,2R)"l-(3,5- 
dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2- 
hydroxypropyl } -2 - { [ { 2- 
f urylme thyl ) sul f ony 1 ] m 
ethyl } -1 , 3 " thia2ole-4- 
carboxamide 


**** 
604.1 
{ + ) 


3097 


F 


N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydro3<ypropyl)--2- { [ (4- 
f luorobenzyl) sul fonyl] 
tnethyl } -1 , 3 - thiazole- 
4 - c ar b oxami de 




3098 


q 

rnfS " H Hi 


1 -butyl -N-{ {1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } - 4- 
[methyl (methyl sul fonyl 
) amino] -lH-indole-6- 
carboxaitdde 


**640.8 




F 

\ 


iSI-( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl) cyclopro 

pyl]amino}-2- 

hydr oxypropy 1 ) -4- (2- 

cnethoxyethyl ) benzamide 




3099 






"1 Y 


N^-butyl-N^- { (IS, 2R) -1- 
(3 , 5-dif luorobenzyl) - 
2-hydroxy-3-[ (1- 
pnenyxcyciopropyi ] amin 
o ] propyl } -N^-methyl-5- 
(1, 3-thiazol-2- 
yl ) isophthalamide 




3100 


F • - 




- • 




/=\ 

1 S "I* H "I* 

1 1 H in- 1 1 II 

0 O l"^ ^ 


N^-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -2- 
hydro3Q^-3- t (l- 
phenylcyclopropyl) amin 
o]propyl}-5-(l,3- 
oxazox— z-yx j -n /W - 
dipr opy 1 i s oph thai amide 




3101 


F 







-759- 



wo 03/040096 



PCT/US02/36072 



3102 




N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -4- 
[ (ethylamino) sulf onyl] 
benzamide 



**546 



3103 




N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 4- 
[ (methylamino) sulf onyl 
] benzamide 



^532 




3104 



(2E) -3- (1-butyl-lH- 
pyrazol-4-yl) -N- 
{(lS,2R)"l-{3,5- 
dif luorobenzyl) -3-[ (3- 
etliylbenzyl) amino] -2- 
laydroxypropyl }prop-2 - 
enamide or (2E)-3-(l- 
butyl-lH-pyrazol-4- 
yl)-N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3^ [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } prop- 2- 
enamide 



3105 




N-{(1S,2R) -l-(3,5- 
difluorolDenzyl) -3 - [ (3- 
etliylbenzyl ) amino] -2- 
hydro3QTpropyl } isoquino 
line-7 -carboxamide 
dihydr oclil or ide 



**490.1 



H 9" 




Kf^ CI 



3106 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 1 - 
(propylamino) isoquinol 
ine- 7 - c arboxamide 
diliydrochloride or N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2- 
hydr oxypr opy 1 } ~1- 
(propylamino) isoquinol 
ine - 7 - carboxamide 
dihydrocliloride 



**547.3 



-760- 



wo 03/040096 



PCT/US02/36072 



3107 




N^^{ (lS,2R)-l-(3,5- 

dif luorobenzyl) -2- 

hydroxy-3-[ (3- 

isopropylbenzyl ) amino] 

propyl}-5-{[(2- 

hydroxy-1, 1- 

dimethyl ethyl ) amino] su 

lfonyl}-N^N^-. 

dipr opy 1 i s oph thai amide 



**730.8 



3108 




methyl 3-(2-{3- 
[({(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } amino ) ca 
rbony 1 ] phenyl } - 1 , 3 - 
oxazol-5-yl ) propanoate 



**591.9 



3109 




3-{2-{3-[(.{(lS,2R)-l- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } amino ) ca 
rbonyl ] phenyl } -1 , 3 - 
oxazol - 5 -yl ) propanoic 
acid 



**578.2 



3110 




N-{(1S,2R)-1"(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypropyl } -1- ( 3 - 
hydroxypr opyl ) -IH- 
indole-6-carboxamide 



**536.8 



3111 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl-) amino] -^2^ 
hydr oxypropyl } - 3 - 
ethoxybenzamide 



3112 




H KtbHH 



N-{(lS,2R)-l-(3,5- 

di f luorobenzyl ) -3 - [ { 3 - 
ethylbenzyl) amino] -2- 
hydroxypr opyl } -2 - 
methyl -.6- (pyrrolidin- 
1- 

ylcarbonyl) isonicotina 
cnide 



-761- 
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N^-((lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
{ t (6-ethylpyridin-2- 
yl ) methyl ] amino } - 2 - 
hydrojcypropyl ) -5- 
^aethyl-N',N'- 
dipropylisophthalaInide 



3113 



O 0 




3114 



KJ ""oh H 




N-{{1S,2R) -l-(3,5- 
dif luorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } - 3 - 
[ (dipropylamino) sulfon 
yl]benzamide 



3115 





N'-{ {lS,2R)-l-{3,5- 
di f luorobenzyl ) - 3 - 
{ [ (6-ethylpyridin-2- 
yl ) methyl ] amino } - 2 - 
hydroxypropyl ) -5- ( 1 , 3- 
oxazol-2-yl ) -N^ , N^- 
dipr opy 1 i s oph t hal amide 




3116 



tert-butyl (IR)-l- 
t({(lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } amino ) ca 
rbonyl] -3- 

( methyl sulfinyl ) propyl 
carbamate 



3117 




Isr-{(lS,2R)-l-(3,5- 
di f luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } - 2 - 
(dipropylamino) isonico 
tinamide or 
EIiAN154894 



3118 




N-{(1S,2R) -l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2 - 
(dipropylamino) isonico 
tinamide hydrochloride 



**539.3 



O O 



NH2 £ 



3119 





{2R)-2-amino-N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -4- 
(methylsulf inyl ) butana 
[Hide 



-762- 



wo 03/040096 
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3120 


ITS H 9H H 


N-{ {lS,2R)-l-(3,5- 

dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 3 - . 
{ [ethyl (metliyl) amino] s 
alfonyl}-5-{ [ (2S)-2- 
(methoxymethyl ) pyrroli 
din-1- 

yl ] carbonyl } benzamide 


**701 


3121 




H 9" H 

° A 

F 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
etllylbenzyl) amino] -2- 
hydr oxypr opy 1 } -1- 
[metliyl (propyl ) amino] i 
soquinoline-7- 
carboxamide or N- 
{ (lS.2R)^l-(3,5- 
dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2- 
iiydroxypr opy 1 } - 1 - 
[metliyl (propyl) amino] i 
s oquino 1 ine - 7 - • 
carboxamide 


**56I,4 


3122 


€1 

F 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl}-4- (1,3- 
oxazol -2 -yl ) benzamide 


**506.2 


3123 


0 


F 


N^-[(lS,2R)-3-{[l-(3- 
bromophenyl) cyclopropy 
l]amino}-l- (3,5- 
dif luorobenzyl) -2- 
hydroxypropyl ] -5- ( 1 , 3 - 
oxazol-2-yl) -N^,N^- 
dipr opy 1 i s ophthalamide 




3124 


. . . . F 

7 Ljl H ►fJiH 
W 


N^-[ (lS,2R)-3-{.i:i-.{3- . 
bromophenyl ) cyclopropy 
1] amino} -1- (3,5- 
dif luorobenzyl) -2- 
hydr oxypr opy 1 ] - 5- ( 1 , 3 - 
oxazol-2-yl) -n\n^- 
dipropylisophthalamide 
hydrochloride 


**709 . 2 
+ 711.2 


3125 




N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } -N^ , N^- . 
dipr opy 1 - IH-pyr a zo 1 e - 
3 , 5-dicarboxamide 
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3126 


^ U H l»H U 


N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^ , N^- 
dipropylcyclobutane- 
1 , 2 -dicarboxamide 




3127 




N-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 3 - 
[ (dipropylamino) carbon 
otliioyl ] benzamide 




3128 


F 

J lU " OH H 11^ 

1 


3-[(E)- 

(cyanoimino) (dipropyla 
mino ) metliyl ] -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydroxyprdpyl } benzamid 
e 




3129 


Ss. Q ^ ^ . . ( 
F 


N^-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) -2 - 
hydroxy-3-[ (6- 
isopropyl-2 , 2-dioxido- 
3,4-diliydro-lH- 
i s o thi o chr omen- 4 - 
yl ) amino] propyl } -5- 
methyl-N^N^- 
dipropylisophtllalamide 






I u 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 

hydr oxypr opy 1 } - 3 - { 1 - 
propylbutoxy ) benzamide 




3130 


F 






3131. 


F 

V. ^ A ^ X JL^^ ^ ^ 

•6 ^ 


N^-((lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
{ [ ( 5-ethylpyridin-3 - ■ 
yl ) metliyl ] amino } - 2 - 
hydroxypr opyl ) -5- (1, 3- 
oxazol-2-yl) -N^,N^- 
dipropylisophtlialamide 




3132 


J JL X 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -2- 
hydroxy-3- [ (6- 
isopropyl-2 , 2-dioxido- 
3,4-dihydro-lH- 
isothiocliromen-4- 
y 1 ) amino ] propyl } - 5 - 
methyl -N^/N^- 
dipropyli soplitlialamide 





-764- 
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3133 


^ ■ " w 

F 


N-{{lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 1 - ( 2 - 
methoxyethyl) -IH- 
indole-6 -carboxamide 


**536 


3134 


Kf^ HO 
F 


N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3~ 
ethylbenzyl ) amino] - 2- 
hydroxvDroDvl } — 3 , 4- 
diliydro-2H-l, 4- 
benzoxaz ine - 6 - 
carboxamide 
hydrochloride 


**496 


3135 


o=s=o 

r\ ITS H Q« H 1^ 

/ ' II Ji ~ e 1 

0 0 


N-{(lS.2R)«l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 3 - 
{[{2S)~2- 

(methoxymethyl ) pyrroli 
din-l-vll carbonvll— 5— 
{['{2R)-2- 

(methoxymethyl ) pyrroli 
din-1- 

yl] sulf onyl}benzainide 


**757 




€1 

° V 


N-{{lS,2R)-l-{3,5- 
difluorobenzyl) -3-[ {3- 
ethvlbenzvl ) amino 1 —2— 
hydroxypropyl } -4- ( 1 , 3 - 
thiazol-2 -yl ) benzamide 


**522.2 


3136 


F 








0^ 

CUL N X N JOL/ 


N-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 4 , 8- 
diethoxyquinoline-2- 
carboxamide 


-kic-kie 
578.3 
( + ) 


3137 


F 






3138 


H ?" H 

1 ? T i 
\.-^N^ 0 

V 


2- (4-butyl-3- 
oxopiperazin-l-yl) -N- 
{(lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } acetamid 
e dihydrochloride 




3139 


F 


(lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } -N^- [ 2 - 
(dimethylamino) ethyl] - 

dimethylisophthalamide 
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3140 



N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
liydroxy-3-[ (3- 
methylbutandyl ) amino] p 
ropyl} -5-methyl-N^.,N^- 
dipropylisophthalamide 



3141 




N^-{{1S,2R) -l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (4- 
methylpentanoyl) amino] 
propyl } -5-methyl-N^ , N^- 
dipr opy 1 i s ophthalamide 



3142 




isobutyl {2R,3S)-4- 
(3 , 5-dif luorophenyl) - 
3-({3- 

[ (dipropylamino) carbon 
7l]-5- 

naethylbenzoyl } amino ) - 
2- 

hydroxybuty 1 carbamate 



3143 




ethyl {2R,3S)-4-{3,5- 
dif luorophenyl) -3- ( {3- 
[ (dipropylamino) carbon 
yl]-5- 

tnethylbenzoyl } amino ) - 
2- 

hydroxybutylcarbamate 



3144 




H Hq|_| H 



N^-[(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3" (pyrimidin- 
2 -yl amino ) propyl ] -5 - 
methyl-N^N^- 
dipropylisophthalamide 



3145 




M^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-1 (3- 
ethylbenzyl ) amino] -2-* 
hydroxypropyl}-5- - 
methyl-N^-[ (ISj-l- 
iuethylpropyl] isophthal 
amide 



3146 




N^-{(lS,2R)-l-(3,5-. 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } - 5 - 
methyl-N^-t (lR)-l- 
methylpropyl] isophthal 
amide 



-766- 
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3147 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 - 
hydroxypropyl } -2- 
(dipropylaIrlino) -6- 
nae thy Ipyr imi dine - 4 - 
carboxamide 



**554.4 



H ?H H 




3148 



[butyl (methyl) ainino] - 
N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } isoquino 
line- 7 -carboxamide or 
1- 

[buty! (methyl ) amino] - 
W-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 

hydroxypropyl } isoquino 
1 ine - 7 - c ar boxami de 



**575.4 




H ?H H 



3149 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropyl } - 1 , 3 - 
dihydro-2- 
benz o thi ophene - 5 - 
carboxamide 2,2- 
di oxi de hydrochloride 



**529 




3150 



N-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3-{ [1- 

ethynylphenyl ) cyclopro 
pyl]amino}-2- 
hydr oxypropyl ) - 3 - 
{[(2R)-2- 

(methoxymethyl ) pyrroli 
din- 1 -yl ] carbonyl } - 5 - 
[tiethylbenzamide • 




3151 



N-( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl) cyclopro 
pyl]amino}-2- 
hydr oxypropyl ) -3- 
{[(2R) -2- 

(methoxymethyl ) pyrroli 
din-1 -yl ] carbonyl } - 5- 
caethylbenzamide 
trif luoroacetate 



H 9" H r j] 



3152 





N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - [ { 3 - 
ethylbenzyl ) amino] -2 - 
hydroxypropyl } - 1 - 
isobutyl-lH- indole- 6- 
c:ar]:>Qxamide . 



**534,2 
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caxboxamide 



3153 




l-butyl-N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl ) - 
3-[(3" 

ethylbenzyl) amino] -2- 
tiydroxypropyl } -4- ( 2 , 5- 
dime thy 1 - IH-pyr rol - 1 - 
yl) -IH- indole- 6- 
carboxamide 



**627.8 
6 



3154 




1-butyl-N- { { IS , 2R) -1- 
(3 , 5-dif luorobenzyl) - 
3-[(3" 

ethylbenzyl ) amino] -2 - 
hydroxypropyl } -4 - 
naetliyl-lH-indole-6- 
carboxamide 



**548.9 
4 



3155 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ {3- 
ethylbenzyl ) amino ] -2 - 
hydroxypropyl } -3 -oxo- 
2-propyl-2 , 3-dihydro- 
l,2-benzisothiazole-6- 
carboxamide 1,1- 
dioxide hydrocliloride 



^586 



3156 




■butyl -N-{ (1S,2R)-1- 
(3, 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -4- (1,3- 
oxazol-2-yl) -IH- 
indo 1 e - 6 - c arboxami de 



**601.9 
9 



3157 




N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypr opyl } -2 - 
( dipropylamino ) -6- 
cnethylisonicotinamide 



^553 



3158 



H 9^ H 





N-{(lS,2R)-l-(3,5- 

dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 - 
hydroxypropyl } - 2 - 
[ (methylsulf onyl)methy 

-1, 3-thiazole-4- 
carboxamide 



(537.8) 
( + ) 




H 9" H r n 




3159 




4 - ami no - 1 -bu ty 1 -N- 

{(lS,2R)-l-(3,5- 

dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino] -2 - 

hydroxypropyl } -IH- 

indol e- 6 - carboxamide 

hydrochloride 
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3160 




N-{(1S,2R)-1^(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 2 - 
ethyl-3-oxo-2, 3- 
iLhyc3ro-l,2- 
ben2isothiazole-6- 
carboxamide 1,1- 
dioxide hydrochloride 



3161 




3-[ (tert-- . . 
butylamino) sulfonyl]- 
N-{{lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -5- 
{[(2S)-2- 
(methoxymethyl ) pyrroli 
din-1- 

yl ] carbonyl } benzainide 



3162* 




3-{[(2S)-2- 
butylpyrrolidin-l- 
7I ] carbonyl } -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 5- 
methylbenzamide ' 



3163 



^-butyl-N-{ {1S,2R)-1- 
(3,5 -di f luorobenzyl ) - 

3-[{3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } - 3 , 4- 
dihydro-2H«l , 4- 
benz oxa z ine - 6 - 
carboxamide 




3164 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } - 3 - • 
niethyl-5-{[(2R)-2- 
(propoxymethyl ) pyrroli 
din-1- 

yl ] carbonyl } benzamide 
hydrochloride 



3165 




2-(l-butyl-2- 
oxopiperidin-4-yl) -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2- 
hydroxypropyl } acetamid 



-769- 
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3166 - 


F 


tJ-{(lS,2R)-l-(3,5- 

ethylbenzyl ) amino] -2- 
hydr oxypropy 1 } - 3 - 
pen ty Ibenz ami de 




3167 


F 


N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } - 3 - { 2 - 
ethylhexyl ) benzamide 




3168 


F 


etliyl 5-{3-.[({{lS,2R)- 
l-(3.5- 

dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 - 
hydr oxypropy 1 } amino ) ca 
rbony 1 ] phenyl } - 2 - 

furcate 




3169 


F 


N-{{lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -1 , 1 • - 
biphenyl - 3 - carboxamide 




3170 




N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
tiydroxypropyl } -2 • - 
(methylthio) -1 , 1 ' - 
biphenyl - 3 - carboxamide 




3171 


F 


N-{(lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2- 
hydr oxypropy 1 } - 3 - ( 2 - 
f luorobenzyl ) benzamide 




3172 




Kr--{ (IS, 2R) -1^(3, 5- 
dif luorobenzyl) -3-*[ (3- 
ethylbenzyl) amino] -2- 
tiydr oxypr opyl } - 3 - { 4 - 
f luorobenzyl ) benzamide 





< 

3173 


II j[ JU\H t 


Bthyl 3'-[({(lS,2R)"l- 
(3 , 5 -dif luorobenzyl) - 
3-[(3- 

= t-ny±oenzyx ; amino] "2- 
lydroxypropyl } amino ) ca 
rbony 1] -1,1' -biphenyl - 
J-carboxylate 


. 


f 

3174 


11^ H lij [ 


T-{ (lS,2R)-l-(3,5- 
iif luorobenzyl) -3- [ (3- 
^thylbenzyl ) amino] -2 - 
lydroxypropyl } - 3 • ^ 5 « - 
iifluoro-1,1'- 
>iphenyl -3 -carboxamide 





-770^ 



wo 03/040096 



PCT/US02/36072 



3175 



3176 




N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 2 - 
phenylacetamide 




tert -butyl 4- 
[{{(1S,2R)-1~{3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } amino ) ca 
rbonyl ] benzylcarbamate 



3177 





(2R)-N-{(1S,2R)-1- 
(3 , 5 -dif luorobenzyl) - 
3-[(3- 

etliylbenzyl) amino] -2- 
hydr oxypr opyl } - 2- 
hydroxy-2- 
pheI^O^thanaIl^ 





3178 



H" IdhH HoH H 




5 



(2S)-N-{(1S,2R)-1- 
(3 / 5 -dif luorobenzyl) - 
3-[(3- 

etliylbenzyl ) amino] -2- 
hydr oxypr opyl } -2 - 
hydroxy-2- 

ptieny 1 e thanami de 



3179 




3- (5-chloropentyl) -N- 
{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypropy 1 } benzamid 



3180 





N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2- 
hydr oxypr opyl } - 3 - { 1 - 
plienyletliyl ) benzamide 
trif luoroacetate 



3181 




3- (cyclohexylmetliyl) - 
N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ {3- 
etiiylbenzyl) amino] -2- 
hydroxypropyl } benzamid 



3182 




^ OH " 



3 - eye 1 open ty 1 -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opyl } benzamid 



-771- 
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3183 



3184 





3 - ( 6-cyanohexyl ) -N- 
{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } benzamid 



N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) "3-[ (3- 
ethylbenzyl ) amino ] -2 - 
hydroxypropyl } -3 -hex- 
5 -enylbenzamide 



3185 





N*-((lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [3- 
( 2 - f ormyl thi en- 3 - 
yl ) benzyl ] amino } -2 - 
hydroxypropyl ) - 5 - 
H methyl -N^N^- 
dipr opyl i sophthalamide 




3186 



N"-( (lS,2R)-l-(3,5- 
difluorobenzyl) -3-{ [3- 
( 5 - f ormy 1 thi en - 3 - 
yl ) benzyl ] amino } -2 - 
hydroxypropyl) -5- 
Inethyl-N^N^- • 
dipropylisophthalamide 



3187 



N"-( {lS,2R)-l-(3,5~ 
dif luorobenzyl ) -2- 
hydroxy-3-{[3-(6- 
me t hoxypyr i din - 2 - 
yl ) benzyl ] amino } propyl 
)-5-methyl-N^N^- 

dipropylisophthalamide 





3188 




F 












N 






1 


1 


















4h-" I 













N^-[(lS,2R)-3-{[3-{5- 
cyanopyridin-3- ■ • - 
yl ) benzyl ] amino } -1- 
(3 , 5 -dif luorobenzyl) - 
2 -hydroxypropyl ] -5- 
[tle thy 1 -N^ - " " 
dipr opyl i s oph thai ami de 



3189 




lsr^-( (lS,2R)-l-(3,5- 
difluorobenzyl) -3-{ [3- 
( 6-f luoropyridin-3- 
yl ) benzyl ] amino } -2 - 
hydroxypropyl ) - 5 - 
methyl -N^N^- 
dipropylisophthalamide 



3190 




M"-{(1S,2R)-1.(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-[ (3- 
pyrimidin-4- 
ylbenzyl ) amino ] propyl } 

5-methyl-N^N^- 
dipropylisophthalamide 



"772- 
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3191 



o o 




N^-((lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [3- 
( 5-ethylpyriItlidin-2- 
yl ) benzyl ] amino } -2- 
hydroxypropyl) -5- 
[nethyl-N^N^- 
dipr opy 1 i s oph thai amide 



3192 




N'-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
liydroxy-3- [ (3- 
pyrimidin-2- 
ylbenzyl ) amino ] propyl } 

5-methyl-N\N^- 
dipropy i i soph thalamide 



3193 




i5 h^Khh^^^ 



methyl 2"[ ({ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
iiydr oxypr ppy 1 } amino ) ca 
rbonyl]-6- 
methylisonicotinate 



3194 




N*-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 6 - 
methyl -N^N2- 
dipropylpyridine-2 , 4- 
dicarboxamide 1 -oxide 



3195 




1 -butyl - 4 - cyano -N- 
{(lS.2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } -IH- 
indo 1 e- 6 -carboxamide 




•bu ty 1 - 4 - cyano -N- 
{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- t (3• 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -IH- 
indo le - 6 - carboxamide 
hydrochloride 



3196 



Ha 



3197 




5- (diethyl amino) -N^- 
{(lS,2R)-.l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^ , N^- 
dipr opyli sophthalamide 
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3198 




^^-[(lS,2R)-3-{[3~ 
( die thylamino ) benzyl ] a 
niino}-l- (3,5- 
dif luorobenzyl) -2- 
hydroxypropyl] -5- (1,3- 
oxazol-2-yl ) -N^ , N^- 
dipr opy 1 i s oph tha 1 amide 



3199 




N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 

hydroxypropyl} -5- 

( dimetihylaniino ) -N^ , - 
dipropylisophthalamide 



3200 





H Hqh H [I 




N^-( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
{ [ (2-ethylpyridin-4- 
y 1 ) methyl ] amino } - 2 - 
hydroxypropyl ) - 5 - ( 1 , 3 - 
oxazol-2-yl ) -N^ , N^- 
dipropylisophthalamide 



H 



£ H 



3201 




N^- (tert- 
butoxycarbonyl ) -N^- 
{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-. 
hydroxypropyl } -L- 
norleucinamide 




3202 



N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ IS- 
ethylbenzyl) amino] -2- 
hydroxypropyl}-3- [ (3H- 
[1,2 , 3] triazolo [4, 5- 
b]pyridin-3- 
yloxy) methyl ] benzamide 




H— a 



3203 



(lS,2R)-l-(3,5- 
di-f luorobenzyl ). -.2 - • • - 
hydroxy-3-[ (3- 
iodobenzyl ) amino] propy 
l}-3-{[(2- 

hydroxyethyl ) (propyl) a 
tnino ] me thy 1 } - 5 - 
methylbenzamide 
dihydrochloride 




3204 



N-{ (lS,2R)-l-{3,5- 

dif luorobenzyl) -2- 

hydroxy-3-[ (3- 

i odobenzyl ) amino ] propy 

l}-3- 

{ [ethyl (propyl) amino ]m 
ethyl } -5- 
caethylbenzamide 
dihydrochloride 
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3205 


0 y 

F 


N-{ (lS,2R)-l-{3,5~ 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
h.vdroxvDro'Dvl T — 1 — 
methyl -1 , 3-dihydro- 
2 , l-benzisothia2ole-5- 
carboxamide 2,2- 
di oxide 






H JL N?^ N JLJL 

u r^ — ^ 1 

M O V ' 


N^-{(1S,2R) -l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -L- 
norleucinamide ■ . 




3206 


F 






3207 


F 


N^-((lS,2R)-l-(3,5- 
dif luorobenzyl) -3- { [3- 
( dime thylamino ) benzyl ] 
amino } -2- 

hydroxypropyl ) -5- (1,3- 
oxazol-2-yl ) -N^ , N^- 
dipr opy 1 i s ophtha 1 ami de 








2- chloro-N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl ) - 

3- [(3- 

e thylbenzyl ) amino ] -2 - 

hydroxypropyl } - 6 - 

me thy 1 i s oni c o t inamide 




3208 


F 






3209 


OH 

T i p ' 

• ' --k^' ' H— CI 
T H-CI 


N-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -2- 
hydroxy~3- [ {3- 
xuuwjjciiZjyx / oJiixno J propy 
l}-3-{[(2- 

hydroxyethyl) (propyl) a 
ctiino ] me t hy 1 } ben z ami de 
dihydr ochl or i de 


• • - 


3210 


F 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) - 3- [ (3~ 
ethvlbenzvl ) amino! —2— 
hydroxypropyl} -2- (3- 
fluoro-4- 

propoxyphenyl) acetamid 

e 




3211 


— . JC j) 

T 


tJ-{(lS,2R)-l-(3,5- 
aif luorobenzyl ) -3 - [ (3- 
ethylbenzyl ) amino ] -2 - 
tiydroxypropyl } -2 - ( 3 - 
Tiethoxy-4- 

propo3<yphenyl) acetamid 
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3212 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-[ (3- 
iodobenzyl ) amino] propy 
l}-3-methyl-5- . 
{ [methyl (propyl) amino] 
Enethyl }benzamide 
dihydr ochl or i de 



3213 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ {3- 
iodobenzyl ) amino] propy 
l}-3- 

[ (dipropylaraino) methyl 
] -5-methylbenzamide 
dihydrochloride . 




3214 



{ [butyl (methyl) amino] m 
ethyl}-N-{(lS,2R)-l- 
(3 , 5 -dif luorobenzyl) - 
2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propy 
1 } - 5-methylbenzamide 
hydrochloride 



3215 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3• 
ethylben2yl ) amino] -2- 
hydroxypropyl } -4- 
(piper i din- 1 - 
ylsulf onyl ) benzamide 



3216 




Hh9" H 
i H 




N-'{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-[ (6- 
isopropyl-2 , 2-dioxido- 
3 , 4-dihydro-lH- 
i so thi oclir omen- 4 - 
y 1 ) amino ] propyl } - 3 - 
cnethylbenzamicje . ... 






3217 



N-((lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl ) cyclopro 

pyl] amino} -2 - 

hydr oxypr opy 1 ) - 4 - ( 3 - 

methoxypropyl ) benzamid 

e 



5-amino-N^-{ {1S,2R) -1- 
(3 , 5 -dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] - 2- 
hydroxypropyl } -N^ , N^- 
dipropy 1 i sophthalamide 




3218 
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3219 


0 




N^-[(lS,2R).l-(3,5- 
dif luorobenzyl) -3- ( {3- 
[ (dimethylamino) methyl 
] benzyl} amino) -2- . 
hydr oxypr opyl ] - 5 - ( 1 , 3 - 
oxa2ol-2-yl) -kt^^n^- 
dipr opyli sophthalamide 




3220 


H 


H 0^^ H 
0 1 

F 


N-(tert- 

butoxycarbonyl ) -3 - 
butyl-N-{ (1S,2R)-1- 
{ 3 , 5-dif luorobenzyl ) - 
3-1 (3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -L- 
tii s t i dinamide 




3221 


F 


N-{ (lS,2R)-l.(3/5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
tiydroxypropyl } -1- 
isopentyl-lH-indole-e- 
carboxamide 




3222 




• 


N-{ (lS,2R)^l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2 - 
propyl-2 , 3-dihydrO" 
1 /2-benzisothiazole-6- 
carboxamide 1,1- 
di oxide 




3223 




H 0" H 1^ 


N-{ (lS,2R)-l-.(3,5- 
dif luorobenzyl) -3- [ {3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -2 - 
ethyl -2 , 3-dihydro-l , 2- 
benzisothiazole-e- 
carboxamide 1,1- 
dioxide 




3224 


Br 

A-" 

0 


H " 

V 

F 


6-bromo-N-{ (IS, 2R) -1- 
(3', 5 "dif luorobenzyl) -* 
3"[(3- 

ethylbenzyl ) amino] -2- 
liydroxypropyl } - 2 , 2 - 
iimethylchromane-8- 
::arboxamide 





C 

3225 




Y 

C 


Sr-{ (lS,2R)-l-.(3,5- 
aif luorobenzyl) -3- [ (3- 
5thylbenzyl) amino] -2- 
lydr oxypropy 1 } - 4 - 
; (methylsulfonyl)methy 
L] cyclohexanecarboxami 
ie 
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H 

rli H ?" H 


N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ecxiy xoenzyx ; aim no j — z— 
hydr oxypr opy 1 } - 5 • 
piperidin-4-yl-N^,N^- 
dipropylisophthalamide 




3226 




F 






3227 


1 HQ 

\ IT n k 


N-{ (1S,2R)-1"(3,5- 
dif luorobenzyl) -3- [ (3- 
ethvlbenzvl) amino] -2- 
hydr oxypr opy 1 } - 3 - 
Enethyl-5- (1,3-oxazol- 
2 -yl ) benzamide 
hydrochloride 




3228 




- 

F 


N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropyl } - 5 - 
[ (methylsulfonyDmethy 
1] thiophene-2- 
carboxami de 






cr 




3- 

[ ( eye 1 ohexyl amino) me th 
yl]-N-{ (lS,2R)-l-(3/5- 
dif luorobenzvl ) -2- 




3229 


HQ 


hydroxy-3-[ (3- 
iodobenzyl ) amino Ipropy 
1 } ^ 5 -me thylbenzamide 
hydr oclilor i de 






CI 


° AohV 

^NH F 


2- (2-chlorophenoxy) -N- 

{(1S,2R)-1"{3,5- 

dif luorobenzyl) -3- [ {3- 

e uny±j»jenzy-L / amj.no j —z — 

hydroxypropyl } acetamid 

e 




3230 




A 










H 

o J. 11 

° ,^ "'0H Y 
^NH F 


N-{ (lS,2R)"l-(3,5- 
di f luorobenzyl ) - 3 - [ { 3 - 
e thy Ibenzyl) amino] -2- 
hvdr oxvor onvl T nvraz ine 
-2-carboxaitiide . 




3231 


c 
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3232 



O 




N-{(lS.2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } - 3- 
(phenylsulf onyl ) propan 
amide 



Cj] H en H 
L o 



3233 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl }-2- 
[{2S)-2- 

(methoxyme thyl ) pyrrol i 

din-l-yl]-6- 

naethylisonicotinaitiide 



H-CI 



3234 




3-[({(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
etllylbenzyl) amino] -2- 
hydroxypropyl } amino ) ca 
rbonyl]-5- 
tnetliylbenzoic acid 
hydrocliloride 



3235 




6-cyano-N- { ( IS , 2R) -1- 
(3 , 5 -dif luorobenzyl) - 

etliylbenzyl) amino] -2- 
hydroxypropyl } - 2 , 2 - 
dimethyl clir omane- 8 - 
carboxamide 



3236 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2- 
hydroxypr opy 1 } -3 - 
cnethyl-S- (1, 3-tlliazol- 
2-yl ) benzamide 
hydrocliloride . 




, H^H 



3237 



formic acid conpound . 
with N-{ (1S,2R)-1- 
(3 , 5 -dif luorobenzyl) - 

3-C(3- 

ethylbenzyl) amino] -2- 
hydrbxypropyl } -2 - ( 4- 
ethoxyphenyl ) acetamide 
(1:1) 
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3238 




formic acid compound 
with N-{(1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 3 - 
cnethyl-5-{t(2S)-2- 
propylpyrrolidin-1- 
yl] carbonyl}benzamide 
(1:1) 



3239 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 3 - 
{[(2R)-2-{2- 
cnethoxyethyi ) pyrrolidi 
n- 1 -yl ] carbonyl } - 5 - 
naethylbenzamide 



3240 




N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 4- 
[ ( methyl sulfonyl) me thy 
1 ] cyclohexanecarboxami 
de 



3241 




3-butyl-N-{ (1S,2R)-1- 
( 3 , 5-dif luorobenzyl ) - 
3-i (3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } -l- 
nae thy 1 - IH - indo 1 e - 5 - 
carboxamide 



QH 




3242 



formic acid .compound 
with 2- (l-butyl-2-oxo- 
1 , 2 -dihydropyridin-4- 
yl)-N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl }acetamid 
(1:1) 




3243 




3 -butyl -N- { { IS , 2R) -1- 
( 3 , 5-dif luorobenzyl ) - 
3- [(3- . 

ethylbenzyl ) amino] - 2- 
hydroxypropyl } -L- 
histidinamide 



3244 




|5- 

[ ( di e thylamino ) methyl ] 
-N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } -N^ , N^- 
dipr opyl i sophthalamide 



"780- 
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3245 


F 

o o r^'^F 
\ 1 Jl I n 


N'-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 - 
Qyoroxypr opy 1 } - 5 - 
[ { dimethylamino ) methyl 

dipr opy 1 i s ophtha 1 ami de 




3246 




N-{(lS,2R)-3-[(3- 
ethylbenzyl) amino] -1- 
[3- (hexyloxy) benzyl] - 
2 -liydroxypropyl } -3 - 
(l,3-oxazol-2- 
yl ) benzamide 


**570.2 


3247 


H 9H H A) 


formic acid compoimd 
with N-{(1S,2R)-1- 
(3 , 5 -dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } -2 - ( 3 - 
hydroxy- 4- 

methoxyphenyl ) acetamid 
e (1:1) 




3248 


F 


formic acid compound 
with N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-1(3- 

e thylbenzyl) amino] -2- 
hydroxypropyl } -4- (1,3- 
thiazolidin-3- 
ylsulf onyl ) benzamide 
(1:1) 


***589 . 

3 


3249 


I T 

F 


formic acid compound 
with N-{ (1S,2R)-1- 
(3 , 5 ~dif luorobenzyl) - 
3- ['(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl}-4- (3,4- 
dihydroisoguinolin- 
2(1H)- 

ylsulf onyl ) benzamide 
(1:1) 


***634. 
0 


3250 


r^"!* T*^ H OH H 
y- 0 'yy^ ' 

V 


N-{(lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2- 
ny or oxypropyl } - 4- [ ( 4- 
phenylpiperazin-1- 
yl ) sul f onyl ] benzamide 


***663 . 
0 
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3251 




3-butyl-N-{ (1S,2R)-1- 
( 3 / 5-dif luorobenzyl ) - 
3-t(3- 

ethy Ibenzyl ) amino ] - 2 - 
hydroxypropyl } -IH- 
indole- 5 -carboxamide 



H OH H 



3253 



l-butyl-N-{ (1S.2R)-1- 
(3 / 5-dif luorobenzyl) - 
3-{[l-(3- 

ethynylphenyl) cyclopro 
pyl]ainino}-2- 
hydroxypropyl ) - IH- 
benzimidazole- 6- 
carboxamide or 
EIiAN155076 



3254 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 - 
hydroxypropyl } 5 - 
[ (methylsulfonyl)methy 
1 ] nicotinamide 



**532 



3255 




N^-[(lS,2R)"3-({3- 
[ (diethylamino) methyl] 
benzyl} amino) -1- (3,5- 
dif luorobenzyl ) -2- 
hydroxypropyl ] - 5- ( 1 , 3 - 
oxazol - 2 -yl ) -N^ , - 
dipropylisophthalamide 



3256 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -2 - [ 1- 
methyl-5~ (4- 
methylbenzoyl) -IH- 
pyrrol-2 -yl ] acet amide 



3257 




N-{ (lS,2R)-l-(3,5- 
cjif luorobenzyl J -3 - [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -2 - 
(dipropylamino) -6- 
(1, 3-oxazol-2- 
yl ) isonicotinamide . 



3258 




N-{ {lS,2R)-.l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2- 
methyl-6- (1,3-oxazol- 
2-yl) isonicotinamide 
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wo 03/040096 



PCT/US02/36072 



3259 






r 


l-butyl-N-( (lS,2R)-l- 
(3 ^ 5-dif luorobens^yl) - 
3-{[l-(3- 

ethynylphenyl ) cyclopro 
pyl]ainino}-2- 
hydroxypropyl) -IH- 
benzimidazole-S- 
carboxamide 




3260 




) 


N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -2- 
hydroxy-3-- 1 (6- 
isopropyl-2 , 2-dioxido- 
3,4-dihydro-lH- 
i s o t hi o chr omen- 4 - 
yl ) amino ] propyl } - 3 - 
naethylbenzamide 




3261 




N^-{(lS,2R)-l-(3,5- 
dif luorobenzyi) -3- [ (3- 
ethylbenzyl ) amino] - 2- 
tivdiroxvDiro'ovl. — 5 — 
piperidin-3 -yl-N^ , N^- 
dipr opy 1 i sophthalamide 
hydrochloride 


**649. 6 


3262 


° 'y 


ja, 

H— CI 
H— C! 


3- 

{ [benzyl (methyl) amino] 
methyl }-N-{ {1S,2R)-1- 
(3 , 5-dif luorobenzyi) - 
2 -hydroxy-3 - [ ( 3 - 
iodobenzyl ) amino ] propy 
1 } -5-methylbenzamide 
dihydrochloride 


*'^684-2 


3263 




formic acid compound 
with N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyi) - 
3-t(3- 

ethylbenzyl) amino] -2- 
hydroxypr opy 1 4 - { [ 4 - * ' 
(4- 

f luorophenyl ) piperazin 

yl ] sulf onyl }benzamide 
(2:1) 


***680. 
9 


3264 




N-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -4- 
( pyr r o 1 i din- 1 - 
yl sulf onyl ) benzamide 


****572 
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3265 


IfCOOH 

F 


formic acid conqpound 
with N--{{1S,2R)-1- 
( 3 , 5-dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -4- 
(pyrrolidin-l- 
ylsulf onyl) benzamide 
(1:1) 


**** 
572.0 


3266 


V 

H-OOGH 

F 

H'OOOH 


formic acid coii^ound 
with N-{(1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -4- ( { 4- 
[3- 

( tri f luorome thyl ) pheny 

l]piperazin-l- 

yl } sulf onyl ) benzamide 

(2:1) 


**** 
731.0 


3267 


V 

° Xf 

F 


N-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ O'- 
ethylbenzyl) amino] -2- 
hydroxypropyl ) -4- 
[ (dimethylamino) sulf on 
yl] benzamide 


****546 


3268 


Ov P 

T i 

XT' 


formic acid coiopound 
with N-{(1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2 - 
hydroxypropyl } -4 - 
[ (dimethylamino) sulf on 
yl] benzamide (1:1) 


*★ ** 
546.0 


3269 


.V n . ..i 

° "Y 


N-{(lS,2R)-3-[{3- 
ethylbenzyl ) amino] -1- 
[3 - (hexyloxy) benzyl] - 
2 -hydroxypropyl } -2 - 
[ (methyl sulf onyl ) amino 
] -1, 3-oxazole-4- 
carboxamide 


**587.5 


3270 


F 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2- 
hydroxypropy 1 } - 6 - 
[ (methylsulfonyl)methy 
1] nicotinamide 


**532 


3272 


F 


1 -butyl -N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino ] -2 - 
hydroxypropyl } - 5- 
[nethyl-lH-pyrrole-2- 
carboxamide 


**498.4 



-784- 



wo 03/040096 



PCT/US02/36072 



3273 




N^-{(1S.2R).1.(3,5- 
difluorobenzyl) -2- 
hydroxy-3-[ (IH-Dvrrol- 
2- 

ylme thy 1 ) amino ] propyl } 

-5-inethyl-N^,N^- 

dipropylisophthalamide 


**541.2 




0, - 


(lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethyibenzyl ) amino] -2- 
hydr oxypr opy 1 } - 5 - 
ninerazin— 1— vl — M^- 
dipropylisophthalamide 
hydrochloride 


**650 . 4 


3274 








3276 




N^-{(lS.2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethvlbehzvl Vaminol -2— 
hydr oxypr opyl } - 6 - 
Enethyl-N*,N*- 
dipropylpyridine-2 , 4- 
dicarboxamide 




3277 


1 0 f^H H 9" H 1^ 
• F 


N^-{tert- 

butoxycarbonyl) -N^- 

{ (lS,2R)-l-(3,5- 

U.1 1 ±uojroDenzy± j ^ I i j 

ethylbenzyl) amino] -2- _ 

hydroxypropyl } -D- 

norleucinamide 






f''^ H H ?" H 


M^-{{lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -D- 
norleucinamide 






:. . .. : 






3278 


F 






3281 


H-OOOH 

F 


formic acid compound 
with 4-{[(4- 
chlorophenyl) (methyl) a 
naino] sulf onyl } -N- 
{ {lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 - 
hydroxypropyl } benzamid 
e (1:1) 


icicic 

642.0 



-785- 



wo 03/040096 



PCT/US02/36072 



3282 


H-OOOH 

F 


formic acid contpound 
with 4- 

{ [benzyl (phenyl) amino] 
sulfonyl}-N-{ {1S,2R)- 
l-(3,5- 

difluorobenzyl) -3-[ (3~ 
ethylbenzyl ) amino] -2- 
hydroxypr opyl } benzamid 
e (1:1) 


684.1 


3283 


Ov P 

H«OOH 

F 


formic acid conpoiind 
with N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydro3«ypropyl } - 4- 
(morpholin-4- 
ylsulf onyl ) benzamide 
(1:1) 


***588 . 
1 


3285 


H 9" H . 
F 


(lS,2R)-.l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hy dr oxypr opy 1 } - 2 - { 3 - 

oxo-4- 

propylcyclohexyl ) aceta 
mide 


**515.4 


3286 


F 


N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 

hvdT'O'XVTiT'OT^vl — >! — ^ — 

oxocyclohexyl ) acetamid 
e 


**473 . 3 


3287 


H ?H H 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
nyoroxypropyx j , i- 
dipropyl-3 , 4-dihydro- 

IHTisodiromene-rl-i 

carboxamide 


**579.4 


3288 


V 

H-OOOH 


formic acid compound 
with 4-{ [ (2- 
cyanoethyl) (methyl) ami 
no] sulf onyl } -N- 
{(lS.2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypr opy 1 } benzamid 
e (1:1) 


***585. 
0 



-786- 



wo 03/040096 



PCTAJS02/36O72 



3289 




H-COOH 



formic acid coxapound 
with 4- 
{ [cyclohexyl (methyl) am 
ino ] sul f onyl } «-N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
tiydroxypr opyl } benzamid 
e - 



***614, 
0 



3290 



Ov P 



tfCOOH 
H*COOH 



formic acid compound 
with N-{(1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
liydroxypropyl } -4- 
{ [methyl (2-pyridin-2- 
yle thy 1) amino] sulf onyl 
}benzamide (2:1) 



***637. 
0 



3291 




H'OOOH 



formic acid compound 
with ]Sr-{ (1S,2R) -1- 
( 3 ; 5 - di f luorobenzyl ) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -4 - 
{ [methyl (phenyl) amino] 
sul f onyl } benzamide 
(1:1) 



***608, 
1 



3292 



P 




formic acid contpound 
with 4- 

{ [benzyl (methyl) amino] 
sulf onyl } -N- { ( IS , 2R) - 

l-(3,5- 

dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl }.benzamid 
(1:1) 



***622, 
1 



3293 



3294 



o. o 




H'COOF 



formic acid conqpound 
with N-{ (1S,2R)-1- 

3 , 5 -di f luorobe&zyl } - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -4- 

[methyl (2- 
phenyl ethyl) amino] sulf 
onyl} benzamide (1:1) 



***636, 
1 



Ov P 




formic acid compound 
with 4- 

[allyl (methyl ) amino] s 
ulfonyl}-N-{ (1S,2R)-1- 

3 , 5 -dif luorobenzyl ) - 
3-[(3- 

"•«»"ethylbenzyl) amino] -2- 
hydr oxypropyl } benzamid 
e (1:1) 



***572, 
1 



-787- 



wo 03/040096 



PCT/US02/36072 



3295 




H-COOH 



formic acid conpouzid 
with 4-{[[2- 
(diethylamino) ethyl] (m 
ethyl) amino] sulf onyl}- 
N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl )benzamid 
(2:1) 



***631. 
1 



3296 




H'COOK 



formic acid compound 
with N-{(1S,2R)-1- 
( 3 , 5 -dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hy dr oxypr opyl } - 4 - 
{ [methyl (propyl ) amino] 
sul f onyl } benzamide 
(1:1) 



***574, 
1 



3297 



Ov P 




formic acid compoiand 
with 4- 

{ [butyl (methyl) amino] s 
ul f onyl } -N- { (IS , 2R) -1- 
(3 , S-difluorobenzyl) - 
3-[{3- 

ethylbenzyl) amino] -2- 
hydroxypropyl }benzamid 
e (1:1) 



***588. 
1 



3298 




formic acid coiripound 
with N-{ (1S,2R) -1- 
(3 , 5 -dif luorobenzyl ) - 
3-[{3- 

ethylbenzyl ) amino] -2- 
hydroxyp3^6pyl } - 4- 
{ [methyl (pentyl ) amino] 
sul f onyl } benzamide 
(1:1) 



***602 , 
1 



3299 



p 




formic acid compound 
with N-{ (1S,2R) -1- 
(3 , S-dlfluorobenzyl:) 
3-[(3- 

e thy Ibenzyl) amino] -2- 
hydroxypr opy 1 } - 4 - 
{ [isopentyl (methyl) ami 
no] sulf onyl }ben2amide 
(1:1) 



***602, 
1 



3300 




12 -butyl -N- { ( IS , 2R) -1- 
( 3 , 5-dif luorobenzyl ) - 
3- [(3- - 

e thylbenzy 1 ) amino ] - 2 - 
hydroxypropyl } - 
1,2,3,4- 

tetrahydroisoguinoline 
- 7 -carboxamide 
dihydrochloride 



^550.3 



-788- 



wo 03/040096 



PCTAJS02/36072 




formic acid conpoimd 
with N-{{1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3. 

ethylbenzyl) amino] -2- 
hydroxypropyl } -4- 
{ [methyl (1~ 

tnethylpyrrolidin-3- 
yl ) amino ] sulf onyl }ben2 
amide (2:1) 



***615. 
0 



N"-({lS,2R).l-(3,5- 
difluorobenzyl) -3-{ [1^ 
(4-ethylpyridin"2- 
yl ) cyclopropyl ] amino } - 
-hydroxypropyl ) - 5- 
l,3-oxa2ol-2-yl) - 

dipropylisophthalamide 



ELAN-155957 




\7 ^ 



J304 



OH H 




M-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl) cyclopro 



tT^V^ Py 1 ] amino } - 2 - 



hydr oxypr opyl ) - 3 ( 2 - 
methoxyethyl ) benzamide 



J305 



l-butyl-N-( (1S,2R)-1- 
( 3 , 5 -difluorobenzyl ) - 
" {[l-.(3- 
e t-hynylphenyi-) -eyclopro 
^pyl]amino}"2- 
hydroxypropyl ) -2 - ( 2 - 
methoxyethyl ) -IH- 
benzimidazole-6- 
carboxamide 




Hh?" H 



3306 





L-alpha-glut amyl -L- 
valyl-N^-{ (1S,2R)-1- 
(3 , 5 -difluorobenzyl) - 
3-[(3- 

ethylbenzyl ) andno] -2- 
hydroxypropyl } -L- 
methioninagiide 



-789- 



03/040096 



PCTAJS02/36072 



3307 




° Sty' 

HO 


3- 

{ t cyclohexyl (methyl ) am 
ino ] methyl } -N- 
{(lS,2R)^l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-[ (3- 
iodobenzyl ) amino ] propy 
1 } - 5 -me thy Ibenz amide 
hydrochloride 


**676.2 


3309 


H 9" H 


formic acid compoimd 
with 2-{4-butyl-2,5- 
dioxopiperazin-l-yl) - 
N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } acetamid 
e (1:1) 




3310 




F 


3 -bicyclo [2.2.1] hept- 

2- yl-N"{(lS,2R)-l- 
(3,5 -dif luorobenzyl ) - 

3- [(3- 

ethylbenzyl ) amino] -2- 
hydroxypr opyl } benzamid 
e 




3311 


H 




F 

vH ^ 
OH H 




3- (butylaminb) -N- 

((lS,2R)-l-(3,5- 

dif luorobenzyl) -3-{ [1- 

(3- 

ethynylphenyl) cyclopro 
pyl]amino}-2- 
hydroxypr opyl) -4- (2- 
methoxyethyl ) benzamide 




3312 - 


N^O 1 


1 


N-{ (lS,2R)-l.(3,5- 
difluorobenzyl) "3-{ [1- 

(3- ' 

ethynylphenyl) cyclopro 
pyl] amino}-2- 
hydroxypropyl) -2- 
(diprbpylamiho) -6- * 
(1, 3-oxazol-2- 
yl) isonicotinamide 




3313 


J 


^ Hh9" H f 
F 


) 


N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) -2 - 
liydroxy-3-[ (IS) - 
1,2,3,4- 

betrahydronaphthalen- 
L-ylamino] propyl} - 3- 
nethylbenzamide 




3314 




Eormic acid compoxind 
tfith N-{(1S,2R)-1^ 
[3, 5-dif luorobenzyl )■- 
3-[(3- 

athylbenzyl) amino] -2- 
lydroxypropyl } - 4- 


* * * 602 . 
0 



-790- 



wo 03/040096 



PCT/US02/36072 







[ (dipropyl amino) sulfon 
yl ] benzamide (1:1) 




3315 




/ 

H-OOOH 


formic acid compoxind 
with 4- 

[ (diethylamino) sulfony 
l]-N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl }ben2amid 
e (1:1) 


***574. 

0 


3316 


1 

o=s=o 

/ 


F 


4-butyl-N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -l- 
(methylsulf onyl ) - 
1,2,3,4- 

tetrahydroquinoxaline- 
6-carboxamide 


**629 


3317 




1 H OH H ' (**^ 
F 


l-butyl"N-{ (1S,2R)-1- 
(3 / 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } isoquino 
1 ine- 7 -carboxamide 


**546.3 


3318 




^ H— a 


5- 

{ [butyl (methyl) amino] m 
ethyl }-N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] - 2- 
hydroxypropyl } thiophen 
e-2 -carboxamide 
dihydrochloride . 


**544.3 


3319 




HQ 


3- 

{ [butyl (methyl ) amino] m 
ethyl}-N-((lS,2R)-l- 
( 3 > 5-dif luorobenzyl) - 
3-{[l-{3- 

ethynylphenyl ) cyclopro 
pyl]amino)-2- 
hydroxypropyl ) -5- 
cnethylbenzamide 
hydrochloride 


**574.3 


3320 


HQ 


3- 

{ [butyl (methyl ) amino] m 
ethyl )-N-( {1S,2R)-1- 
(3 / 5 -dif luorobenzyl ) - 
2-hydroxy-3-{ [3- 
( trif luoromethyl ) benzy 
1] amino) propyl) -5- 
nethylbenzamide 
tiydrochloride 


**592.3 



-791- 



wo 03/040096 



PCT/US02/36072 



3321 


Br 

Y 

HO 


3-bromo-5- 

{ [butyl (methyl ) amino ]m 
ethyl}-N-{ {1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-{[l-(3- 

ethynylphenyl ) cyclopro 
pyl]amino}-2- 
hydroxypropy 1 ) benzamid 
e hydrochloride 


**638.2 


3322 


0 Ip^ 

T 

F 

HS 


3- 

{ [butyl (methyl ) amino ]m 
ethyl}-N-( (lS,2R)-l- 
{3 , 5-dif luorobenzyl) - 
3-{[l-(3- 

ethylphenyl) cyclopropy 
1] ama.no}-2- 
hydroxypropyl) -5- 
methylbenzamide 
hydrochloride 


**578.4 


3323 


! H 9" H 

0 /: 


(2R)-2-{4-butyl-3- 

oxopiperazin-l-yl) -N- 

{(lS,2R)-l-(3,5- 

dif luorobenzyl) -3- [ (3- 

ethvlbenzvl ) amino 1 —2— 

tiydr oxypropyl } propanam 

ide ' 




3324 


1 H ?H H 

. ' ° V 

. , T 

to 


3~ 

{ [butyl (methyl ) amino ]m 
ethyl } -N- { ( IS , 2R) -1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } - 5 • 
[tie t hy Ibenz ami de 
hydrochloride 


**552.3 


3325 


/=\ 

^ 1^ II H H OHh 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2 - 
hydroxypropy 1 } -2 - 
(dipropyl amino) -6- 
(l,3-thiazol-2- 
yl) isonicotinamide 





3326 


A OH ^ 

T 

HO 


KF-{(lS,2R)-l-(3,5- 

dif luorobenzyl) -2- 

hydroxy-3-[ (3- 

i odobenzy 1 ) amino ] propy 

l}-3" 

. I xsopenuyx vmecnyj. ; ami 
ao ] methyl } -5- 
nethylbenzamide 
tiydrocliloride 


**664,2 



-792- 



wo 03/040096 



PCT/US02/36072 



3327 


\^P^ H 9H H 


0^ 


N-{{lS,2R)-l-(3- 
butoxybenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
liydroxypropyl } -2 - 
[ (methylsulfonyl) amino 
] -1, 3-oxazole-4- 
carboxamide 


**559.1 


3328 


V 

F 


3-butyl-N-{ (1S,2R) -1- 
{ 3 , 5-dif luorobenzyl ) - 
3-[(3- 

«5 K^iiy d.xjKsu^y X ) culuLxlUJ Z 

hydroxypropyl } imidazo [ 
1, 2 -a] pyridine- 6- 
carboxamide 




3329 


/=\ 


2- 

[ butyl (methyl ) amino] - 
N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
etliylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 6 - ( 1 , 3 - 
oxazol-2- 

yl ) isonicotinamide 




3330 


V 

F 


N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ettiylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 1 , 3 - 
benzodioxole-5- 
carboxamide 


**483 • 2 


3333 


0 f H 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3~ [ (3- 
etliylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - 
[metliyl (propyl) amino] - 
6-(l,3-oxazol-2- 
yl) isonicotinamide 




3334. 1 


HO 


[ 
1 


3- 

{ [butyl (metliyl) amino] m 
ethyl }-N-{ (1S,2R)-1- 
13, 5-dif luorobenzyl) - 
2-hydroxy-3-[ (1- 
phenylcyclopropyl ) amin 
3]propyl}-5- 
ne t hy 1 ben z ami de 
tiydrochloride 


**550.3 



-793- 



wo 03/040096 



PCT/US02/36072 



3335 


o ' r 
T 

Hd 


3- 

{ [butyl (methyl ) amino] m 
.ethyl}-N-{ (1S,2R)-1- 
(3, 5-difluorobenzyl)- 
2 -hydroxy-3 - [ ( 3 - 
i sopropylbenzyl ) amino ] 
propyl} -5- 
cne thy Iben z ami de 
hydrochloride 


**566.3 


3337 


f=\ 

1 ril H ?H H ■ 

Y 

HO 


3- 

{ [butyl (methyl) amino] m 
ethyl}-N-( (1S,2R)-1- 
(3 , B-dif luorobenzyl) - 
3-{[l-(3- 

ethynylphenyl) cyclopro 
pyl ] amino }r2- 
hydroxypropyl ) -5- ( 1 , 3 - 
oxa2ol-2-yl ) benzamide 
hydrochloride 


**627.3 


3339 


• * CM ' 

T 

Ha 


3- 

{ [butyl (methyl ) amino]m 
ethyl } -5-cyano-N- 
((lS,2R)-l-(3,5- 
difluorobenzyl) -3--{ [1- 
(3- 

ethynylphenyl ) cyclopro 

hydroxypropyl ) benzamid 
e hydrochloride 


**585.3 


3342 


A OH / 

Ka 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } --3 - { [ ( 2 - 
furylmethyl) (methyl) am 
ino ] methyl} -5- 
otie thy Iben z ami de 
hydrochloride 


**576,4 


3343 


1 

1 fll H H 


tT-{(lS,2R)-l>(3,5- 
ai'f luorobenzyl ) -3 - f ( 3 - 
Bthylbenzyl ) amino] -2- 
tiydroxypropyl}-3-{ [ (2- 
Tiethoxyethyl) (methyl) a 
tiino ] methyl } - 5 - 
tiethylbenzamide 
lydrochloride 


**554.5 


3344 


1 

« n 

1: 


5-{[[2- 

(diethylamino) ethyl] (m 
sthyl ) amino ] methyl } -N- 
[{lS,2R)-l-(3,5- 
iifluoroben2yl)-3-[(3- ■ 
ithylbenzyl) amino] -2- 
ly dr oxypr opy 1 } - 5 - 
tiethylbenzamide 
lydrochloride 


'^*595.4 



-794- 



wo 03/040096 



PCT/US02/36072 



3345 




N-[(lS,2R)-3-[(3- 
bromobenzyl ) amino ] -1- 
{3 , 5-difluorobenzyl) - 
2 -hydroxypropyl ] -2 - 
naethoxyacetamide 



**457 



3346 




formic acid compoiind 
with N-{(1S,2R)-1- 
(3 / 5-difluorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2 - [ 4 - 
( ethoxymet±iyl ) piperidi 
n- 1 -yl ] pent anamide 
(2:1) 



3347 



- o- 




F 



(lS,2R)-l-(3,5- 
difluorobenzyl) -3 - [ (3- 
ethylben2yl ) amino] -2- 
hydr oxypropy 1 } - 3 - 
oxoindane-5- ... 
carboxamide 



**493.2 



3348 




N-{(lS,2R)-l-{3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 3 - 
hydr oxy indane - 5 - 
carboxamide 



**495.2 



3349 



o o 
hJ-oh h--^h 



H 9*^ H r II 





formic acid compound 
with N-{ {1S,2R) -1- 
(3 , 5-difluorobenzyl) - 
3-t{3- 

e thy Ibenzyl) amino] -2- 
hydroxypr opy 1 } - 2 - { 4 - 
pr opoxypiper i din- 1 - 
yl ) ace tamide ( 2 ; 1 ) 



3350 



3351 




O H OH H 




**614.3 



O H OH H 

A ,AXM 





**628.3 



-795- 



wo 03/040096 



PCT/US02/36072 



3352 



H ?" H f\ 




HQ 



N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypropyl } - 3 - 
{ [isobutyl (methyl )ainin 
o]methyl}-5- 
me thy Iben z ami de 
hydrochloride 



**552.5 




3353 



fonaic acid coirpoiiiid 
with 2-(l-butyl-2- 
oxopiperidin-4-yl) -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ {3- 
ethylbenzyl) amino] -2- 
hydroxypr opyl } acetamid 
e (1:1) 




3354 



formic acid compound 
with 2-(4- 

butylpiperazin-l-yl) - 
N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino] -2- 
hydroxypropyl 1 acetamid 
e (3:1) 




H 9H\ H 




9 H 



4-butyl-N-{ (1S,2R)-1- 
(3, 5-dif luorobenzyl) ■ 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } - 3 , 4- 
diHydro-2H-l,4-- * 
benzothiazine-6- 
carboxamide or 
ELAN157245 



3355 



r H H 



HQ 




3357 



2- [ (2S)-4-butyl-2- 
[ne thyl -3 - oxopiperazin- 
l-yl]-N-{ {1S,2R)-1- 

■f3 /S-SiT ruorbbeiazyl )'- 

3- [(3- 

ethylbenzyl ) amino ] -2 - 
hydroxypropyl } acetamid 
e hydrochloride 



I H ^'^ H 

O - 



Ha 





3358 



2- [ {2R)-4-butyl-2- 

me thyl - 3 - oxopiper az in- 
l-yl]-N-{ (1S,2R)-1- 
(3 , 5 -dif luorobenzyl) - 

3- [(3- 

ethylbenzyl ) amino] - 2- 
hydroxypropyl } acetamid 
e hydrochloride 



-796- 



wo 03/040096 



PCT/DS02/36072 



3359 


9 H 9" H 

X^N^ 0 v^^s^^F 

KJ hc. 
F 


N-.{{1S,2R) -l-(3,5- 
dif luorobenzyl ) -3 - [ { 3 - 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } -2 - ( 2 , 3 - 
dioxo-4- 

propy Ipiper a z in- 1 - 

yDacetamide 

hydrochloride 




3360 


H 

F 

HQ 


4"butyl-N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } - 
1.2,3,4- 

tetrahydroguinoxaline- 

6-carboxamide 

hydrochloride 


**551 


33'6l " ■ 


° 'yy' 

V 

HQ 


N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypropyl } -3 - 
methyl -5- 

{ [methyl (pentyl) amino] 
methyl } benzamide 
hydrochloride 


**566.5 


3362 


0^ 1 

ril H 9" H 

HCI - 


N-{ (lS,2R)-l-(3,5~ 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypropy 1 } - 3 - 
{[(2R)-2- 

(methoxvmethvl ^ "nvrTnl i 
din-- 1 -y 1 ] methyl } - 5 - 
methylbenzamide 
hydrochloride 


**580.4 






N-( (lS,2R)-l-{3,5- 
difluorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl ) cyctopro 
pyl]amino}-2- 
hydr oxypropyl ) -2- 
{dipropylamino) isonico 
tinamide 




3363 











(lS,2R)-l-{3,5- 
dif luorobenzyl) -3-[ (1- 
{4- • 

; (dimethyl amino) methyl 
]pyridin-2- 

/l } cyclopropyl ) amino ] - 
2 -hydr oxypropy 1 } - 5 - 
(1,3 -oxazol -2 -yl ) - 

iipropyl i s oph thai amide 




3364 


( 


*689 



-797- 
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3365 




N-{ {1S,2R) -l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -2 - 
( dipr opy 1 amino ) - 4 - 
methyl-1, 3-t]iiazole-5- 
carboxamide 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -1- 
me thy 1 - 3 -phenyl - IH - 
thieno [ 2 , 3 -c ] pyrazole- 
5 - carboxamide 



3367 



3368 




II Hh9" H 




N-{ (IS, 2R) -1^(3, 5- 
dif luorobenzyl) -3- 
{ [ (4R)-6-ethyl-2,2- 
dioxido-3 , 4-dihydro- 
lH-isothiochromen-4- 
yl] amino} -2- 
hydroxypropyl ) -3 , 5 - 
dime thylbenzamide 



**616.2 



Br 




3370 



3-bromo-5- 

{ [butyl (methyl) amino]m 
ethyl}-N-{ (1S,2R)-1- 
( 3 , 5-dif luorobenzyl ) - 
3-t(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl }benzamid 




3371 



l-butyl-N-( {lS,2R)-l- 
C3*;■5-dif luorobenzyl ) - 
3-{tl-(3- 

ethynylphenyl) cyclopro 
pyl]amino}-2- 
hydroxypropyl ) -IH- 
indole-6"carboxamide 



3372 



ALB 12052 or N^- 

(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
({4- 

( dime thylamino ) methyl 

pyridin-2- 
yl} methyl) amino] -2- 
hydroxypropyl } -5- (1,3- 
oxazol-2-yl) -N^N^- 
dipropyl isophthalamide 



*663 



-798- 



IVO 03/040096 



PCT/US02/36072 



3373 




3- 

[ (butylaitiino) methyl ] - 
N-{{lS,2R)-l-(3,5- 
difluorobenzyl) -3 - [ (3- 
ethy Ibenzyl ) amino ] 2 - 
hydr oxypr opyl } - 5 - 
methylbenzamide 
hydrochloride 



**538.5 



H ?H H 




HO 



3374 



N-{(lS,2R)-l-(3,5- 
difluoroben2yl)-3-[ (3- 
e thy Ibenzyl ) amino] -2- 
hydr oxypr opyl } - 3 - 
{[{2S)-2- 

(methoxymethyl ) pyrroli 
din- 1 -yl ] methyl } - 5 - 

methylbenzamide 
hydro chl or i de 



**580.4 



H ?H H 




3375 



formic acid compoimd 
with N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl ) amino ] -2 - 
hydroxypropyl}-2- [4- 
(2- 

methoxyethyl ) piperidin 
1-yl ] acetamide ( 2 ; 1 ) 



H ?n 




3376 



l-butyl-N"{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl ) - 
3-[{3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } - 
1,2,3,4- 

tetrahydroisoquinoline 
7 -carboxamide 



**550.4 



3377 





1^ X H Xj 



lsr^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ IS- 
ethylbenzyl ) amino] - 2- 
hydr oxypr opyl } -N^ , 5 - 
dimethyl -N^ , " " ' 
dipropylisophthalamide 



o o 




II 11 1^^" 



I 



N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } - 5 - [ 3 - 
( dimethylamino ) prop-1- 
ynyl]-N^N^~ 
dipropylisophthalamide 



3378 



-799- 



3379 


^ 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - ( 2 ~ 
phenoxyphenyl ) acetamid 
e 




3380 








N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -2 - ( 2 , 5- 
dimetih.vlnh.envl ) acetami 
de 




3381 


F 


' H ?^|^H 

J 0 

F 




N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -"3 - [ {3- 
e thy Ibenzyl) amino] -2- 
hydroxypropyl } -2 - [ 2 - 
( tr if luoromethoxy ) phen 
yl ] acetamide 




3382 




) 


0 = " 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
e thy Ibenzyl) amino] -2- 
hydr oxypr opy 1 } -2 - ( 2 - 
etlioxyphenyl ) acetamide 




3383 


F^ 

|r 




F 




N-{ {lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2- 
hydroxypropyl } -2 - [ 2 - 
( trif luoromethyl ) pheny 
1] acetamide 




3384 


e 


F 


N-{(1S,2R) -l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - ( 2 - 
methoxyphenyl ) acetamid 
e 





-800- 



wo 03/040096 



PCT/nS02/36072 







2-[2- 

(benzylojQr) phenyl] -N- 
{ (lS,2R)-l-(3,5- 

ethylbenzyl ) amino] -2- 
hycJroxypropyl ) acetamid 

B 












3385 








3386 


Kj 0/= " 
F 


N-{{lS,2R)-l-(3,5" 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 2 - 
plienylbutanamide 






J^. ^N^ ^•^^N^ JC3l ^ 
{^iC ^^^^ 

-Q ' 


M-{ (lS,2R)-l-{3,5- 
difluorobenzyl)-3-t (3- 
ethylbenzyl ) amino] -2 - 
hydr oxypr opy 1 } - 2 - 
mesitylacetamide 




3387 


F 










N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) cuoaino] -2- 
hydroxypropyl}-2- (2,4- 
dimethoxyphenyl) acetam 
ide 




3388 










? H 9^i^H 

!Ls^ _p ? ^ 


2 - ( 2 -chlorophenyl ) -W- 
{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
e thy Ibenzy 1 I apaino ] - 2 - _ 
hydroa^^ropyl } acetamid 
e 


- ■ - • - 


3389 


F 










2 - eye lohexy 1 -N- 

{(lS,2R)-l-(3,5- 

dif luorobenzyl) -3-[ (3- 

ethvlbenzvl) amino! -2 - 

hydroxypropyl } acetamid 

e 




3390 









-801- 



wo 03/040096 
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ELAN-157393 




3391 












BLAN-157394 




3392 


F 






3393 




2-cyclopeiit-2-en-l-yl- 
N[-{(lS,2R)-l-(3,5- . . 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
liydro3^ropyl ) acetamid 

C5 




3394 


F 


N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
tiydroxypr opyl } ^ 2 - ( 1 - 
tnethyl-5-oxo-2- 
tliioxoiinidazolidin-4- 
yl)acetamide 


'■ — 


3395 


f H 9"^ H 


Kr-{ (lS,2R)-l-(3-,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
tiydr oxypr opy 1 } - 2 - ( 2 - 
iluoronlienvl ) acetamid^ 





3396 




2 -cyclopropyl -N- 
{(lS,2R)-l-(3,5- 
aif luorobenzyl) -3- [ (3- 
^tllylbenzyl) amino] -2- 
lydroxypropyl } acetamid 





-802- 



wo 03/040096 
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H 9^H 


2-cyclohex-l-en-l-yl- 
.N-{(1S,2R)-1.(3,5- 
dif luorobenzyl) -3- [ (3- 
etnyiJDenzyj. ) aininoj -2- 
hydroxypropyl } acetamid 
e 




3397 








3398 


F-ri> 


2- (l-adamantyl) -N- 
,{{lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino ] -2- 
hydroxypropyl } acetandd 
e 




3399 


? H 9^^H 


{2S)-N-{(1S,2R)--1- 
( 3 , 5 -dif luorobenzyl ) « 
3-[{3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2 - 
phenylpropanamide 






\_/ 


(2R) -N-{(1S,2R)-1- 
(3,5 -dif luorobenzyl ) - 
3-[{3- 

ecnyiDenzyl ) ammo] -2- 

hydroxypropyl } -2 - 
phenylpropanamide 




3400 


F 






( 

3401 


• • • • • ( 


2-(2,4" 

dichloroplaenyl) -N" . 

{(lS,2R)-l-(3,5- 

aif luorobenzyl ) -3- [ (3- 

Sthvlbpn^vl \ r\T(\ \ nrsl — 9 — 

lydroxypropyl } acetamid 




3402 


...... P 


^'{(lS,2R)-l-{3,5- 
aif luorobenzyl ) -3 - [ ( 3 - 
Btliylbenzyl) amino] -2- 
lydroxypropyl } --2 - ( 2 , 3 - 
iimethoxvolienvl \ ace t am 
Lde 





-803- 



wo 03/040096 
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3403 




nor 



N"-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypr opyl } - 5- [ 3 - 
( dime t hy 1 amino ) propyl ] 

dipr opy 1 i sophthalamide 




N^-{(lS,2R)-l-(3.5- 
dif luorobenzyl) -3-{ tl- 
( 4 -ethynylpyridin-2 - 
yl ) eye 1 opr opy 1 ] amino } - 
2 -hydroxypropyl ) - 5- 
(1, 3-oxa2ol-2-yl) - 

dipropyl i sophthalamide 



3406 



3407 




4-butyl-"N--{ (1S,2R)-1. 
( 3 , 5-dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
tiydroxypropyl } -3 , 4- 
dihydro-2H-l,4- 
ben20thiazine-6- 
earboxamxde 1- oxide 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 - 
hydroxypropyl } - 1 - 
hep ty 1 - 4 -hydr oxy-L- 
prolinamide 



3408 




12- 

[ butyl (methyl) amino] - 
6 -chloro-N- {{IS, 2R) -1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } isonicot 
inamide . . 



3409 




[butyl (methyl) amino] - 
6-cyano-N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } isonicot 
inamide 



3410 



-804- 



wo 03/040096 



PCTAIS02/36O72 



3411 


F 

(V-F 

J IJ H rfiH H l^l 


ALB-12164 

2\r»-{(lS,2J?)-l-(3,5- 
dif luorobenzyl ) -3- 
[{{2- 

[ (dimethylamino) methyl 
]pyridin"4- 

Im^thvl ^ sTTiT no! — 9 — 

hydroxypropyl } -5- ( 1 , 3- 

oxazol-2-yl ) -iJ', 

dipr opy 1 i soph thalami de 


*663 


3412 


/=\ 

0 JL 


4-butyl-N-{ (IS, 2R) -1- 
(3 , 5 -dif luorobenzyl) - 
3-[(3- 

ethylbenzyl) axtiino] -2- 
hydroxypropyl } -8- ( 1 , 3- 
oxazol-2-yl ) -3 , 4- 
dihydro-2H-l,4- 
benzoxa z ine - 6 - 
carboxamide or 4- 
butyl -N-{ {1S,2R)-1- 
( 3 , 5 -dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl ) amino] 
hydroxypropyl } - 8 - { 1 , 3 - 
oxazol-2-yl) -3 , 4- 
dihydro-2H-l,4- 
benzoxazine- 6- 
carboxamide 


**619 




/=\ 

Vn . 0 1 
/ 1 J 

HQ i| 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -3 - ( 4 - 
ethyl-1, 3-oxazol-2- 
yl) -5- (1, 3-oxazol-2- 

V/l \ V>OTl '7 SiTTl 1 ^ O 

hydrochloride 


**601 


3413 


















1 ril H 9" H 

o Sty'' 




**540.4 


3414 


MB 








Br 








T ■ 




**656.2 


3415 


HQ 







-805- 
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3-benzyl-4-{4- 
butylphenyl) -N- 
{{lS,2R)-l-{3,5- 
dif luorobenzyl) -3-" [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -4- 
oxobutanamide 



**641.6 



2-{4-butyl-2- 
oxopiperazin-l-yl) -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } acetamid 
e dihydrochloride 



N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -2 - [ 4- 
{ ethpxymetliyl ) piperidi 
n-l-yl] acetamide 



(4-butyl-"2,3--. 
dioxopiperazin-l-yl) - 
N-{(lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - 1 { 3 - 
ethylbenzyl) amino] -2- 
hydroxypropyl }hexanami 
de "hydrochloride 



^ N*-((lS,2R)-l-{3,5- 
dif luorobenzyl) -3-{ [1- 

4 - e t hyny Ipyr i d in - 2 - 
yl ) cyclopropyl ] amino } - 
2 -hydroxypropyl ) - 5 - 
(1,3 -oxazol-2 -yl ) - 

N^N^- 

dipropylisophthalamide 



5-[((lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethylphenyl) cyclopropy 
1] amino} -2- 
hydroxypropyl ) amino] - 
5-oxopentanoic acid 



**475.2 



l-butyl-N-{ (IS, 2R) -1- 
(3,5 -dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl ) - 
1.2,3,4- 



-806- 



wo 03/040096 
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tetrahydroguinoline-7- 
carboxamide or 1- 
butyl-N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
tiydr o3cypropyl } - 
1.2,3,4- 

tetrahydroquinoline-7- 
carboxamide 



H OH 




[({lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
{3- 

ethylphenyl ) cyclopropy 

l]amino}-2- 

hydr oxypr opyl ) amino ] - 

4-oxobutanoic acid 



**461.2 



3424 



3425 




Kr-C(lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 3 - 
propyl-1,2- 
benzisoxazole-S- 
carboxamide 




3426 



12- 

[allyl (methyl) amino] - 

(lS,2R)-l-[3- 
(allyloxy) -5- 
f luorobenzyl ] -3 - [ ( 3 - 
ethyibenzyl ) amino ] - 2 - 
hydr oxypr opyl } isonicot 
inamide 



**547,5 




l-allyl-N-{ (1S,2R)-1- 

4- (allyloxy) -3- 
fluorobenzyl].-3-[ (3- 
ethylbenzyl ) amino] -2- 
hyd?oxYPrppyl } -IH- 
indole-6-carboxamide 



**556.4 



3427 



-O F 




3428 



N-( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ tl- 
(3- 

i^ethynylphenyl) cyclopro 
pyl] amino}-2- ' 
hydr oxypr opyl) -4- 
phenyl-2- (lH-pyrrol-1- 
yl) -1, 3-thiazole-5- 
carboxami de 



-807- 



wo 03/040096 



PCT/US02/36O72 



3429 



F 




N-((1S,2R) -l-(3.5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl ) cyclopro 
pyl]amino}-2- 
hydroxypropyl ) -2 - 
(dipropylamino) -4- 
{ trif luoromethyl ) -1 , 3 
thdazole- 5 - carboxamide 



3432 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl ) cyclopro 
pyl]amino}-2- 
hydroxypropyl ) -2 , 6- 
diinorpholin-4 - 
ylpyr imidine- 4 - 
carboxamide 



3433 




N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3"[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 3 - 

[(2S)-2- 
e thylpyrrol idin-1- 
yl ] carbonyl } -5- 
methylbenzaltlide 
hydrochloride 



3434 



f H H 

HQ 





2S)-2-(4-butyl-3- 
oxopiperazin-l-yl) -N- 

(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl }propanam 
ide hydrochloride 




3451 



N-^( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
3- 

ethynylphenyl) cyclopro 

] amino} -2- 
hydroxypropyl ) - 1 - 
Enethyl-3- 

trif luoromethyl) -IH- 
thi eno [ 2 , 3 - c ] pyrazole- 
-carboxami de 



^pyi 



-808- 



wo 03/040096 
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3452 




[allyl (methyl) amino] - 
N-{{lS,2R)-l-[4- 
(allyloxy)-3- 
fluorobenzyl] -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } isonicot 
inamide 



**547,4 



3453 




3-butyl-N-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -1 , 2- 
benzisoxazole-S- 
carboxamide 



454 




5- {3-aminopropyl) -N^- 
{{lS,2R)-l-{3,5- 
di fluorobenzyl) -3" [ (3 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^ , - 
dipropylisophthalamide 



HpN 



3455 



3456 




N^-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -5- [ 3 - 
(methylamino ) propyl ] - 

dipropy 1 i sophthalamide 
or ELAN15796I 



^ 



1 _ Jl I H 



N^-{(1S,2R)-1«(3,5- 

difluorobenzyl ) -3- [ (3- 

etliylb^zyl ) amino] -2-. 

hydroxypropyl } - 5 - [ 3 - 

(methylamino) prop-1- 

ynyl]-N^N^- 

dipropy 1 i sophthalamide 




3457 



- (3--aminoprop-l~ 
ynyl)-N^-{(lS,2R)-l- 
3 ; 5 -dif luorobenzyl ) - 
-t(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^ , N^- 
dipropyli sophtlialamide 
or ELAN157963 



-809- 



wo 03/040096 



PCT/US02/36072 



Onv^n 



3458 




W-((lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [i- 

ethynylphenyl ) cyclopro 
pyl]axnino}-2- 
hydr oxypr opy 1 ) - 5 - 
pyrrolidin-l- 
ylpyrazine-2- 
carboxamide 




4-butoxy-N-{ (1S,2R) -1- 
(3 , 5 -dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino ] -2 - 
hydr oxypr opyl } guinolin 
e-2-carboxamide 



3459 




2-cyano-N-{ {1S,2R)-1- 
(3 , 5 -dif luorobenzyl) - 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } - 6- 
[methyl (propyl ) amino] i 
sonicotinamide 



3461 




3-acetyl-l-butyl-N- 

(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
etliylbenzyl) amino] -2- 
hydroxypropyl } - IH- 
indole- 6 - carboxami de 



3462 




463 



(lS,2R)--l-{3,5- 
di f luorobenzyl ) -2 - 
hydroxy- 3- [ (IH-indol- 
6- 

ylme thyl ) amino ] propyl } 

-5-methyl-N^,N^- 

dipropylisoplithalamide 



**591.5 




464 



W-{{lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 3 - 
isobutyl-1, 2- 
benzisoxazole-5- 
carboxamide 
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N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3-( (3- 
etlQ^'lbenzyl ) asixno] -2- 
hydr oxypr opyl } - 2 - 
I (2S) -pyxroiidJin-z- 
/l ] acetaznide 












3465 










F 


2-[2-({(lS,2R)-l>(3,5-^ 
dif luorobenzyl) -3- [ (3-- 
ethylbenzyl ) amino] -2- 
tiydr oxypropy 1 } amino ) - 
2-oxoethyl]-N-(6- 

yPbenzamide 




3466 








F 


2-[2-({ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } amino ) - 
2-oxoethyl] -N- (2,4- 
dif luorophenyl ) benzami 
de 




3467 










F 

^ o A. 

■ II II ^// 1 ' ....... 1 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) [ (3- 
etliylbenzyl ) amino] -2- 
lydr oxypr opyl } — 2 - 
Dvr i fliii — 3 vTa c"© t arS i ^fe ' 


..... 
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- 




F 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
nyar oxypr opyi i — ^ - 1 jlxi- 
imidazol-5- 
/l)acetamide 
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F 

hHJh H U 


2 - cy cl open tyl -N- 

{(1S,2R)"1.(3,5- 

dif luorobenzyl) ^3- 1 (3- 

ethylbenzyl ) amino] - 2- 

hydroxypropyl } acetamid 

e 






F 

o .. r^'^'^F 

1 LJ 1^ i 1 1 

OH " OH " 


N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } - 2 - ( 2 - 
hydroxyphenyl ) acetamid 
e 




3471 








3472 


0 A , 

II H/J J 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
et]lylbenzyl ) amino] -2- 
hydroxypropyl } - 2 - ( 2 - 
metliylplienyl) acetamide 




3473 




N-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3-[ (3- 
etliylbenzyl) amino] -2- 
hydroxypropyl } -2 - ( 2 - 
iodophenyl) acetamide 






F 


1- {4-chlorophenyl) -N- 
{(1S,2R)-1"(3,5- 






•'A''-"' 

° H 1 


difluorobenzyl ) -3- [ (3- 
Bthylben2yl) amino] -2- 
hydr oxypr opy 1 } - 5 - 
□xopyrr ol idine -3 - 
carboxamide 


- 
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9 

CI 






3475 


XX ' 


a-{2,4- 

iichlorophenoxy) -N- 
{ (lS,2R)-l-(3,5- 
aif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 - 
lydroxypr opyl } bu tanami 
ie 
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4 , 5-dibromo-N- 
{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } thiophen 
e-2 -carboxamide 



3476 



3477 




N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - ( 5 - 
methyl - 2 ^phenyl -1,3- 
oxazol-4-yl) acetamide 



3478 




N-( (lS,2R)-l-(3,5- 
dif luorobenzyl ) -3 - { [ 1- 
(3- 

ethynylphenyl ) cyclopro 

pyl]amino}-2- 

hydr oxypr opy 1 ) - 2 , 6 - 

bis (dimethylamino)pyri 

caidine-4 -carboxamide 



N 




4 -bu ty 1 - 8 - cy ano -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl} -3 ,4- 

dihydro-2H-l.,4^ . . 

benzoxazine-6- 
carboxamide 



**577 
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3- (allylsulf onyl) -N- 

({lS,2R)-l-{3,5- 

dif luorobenzyl) -3-{ [1- 

(3- 

ethylphenyl ) cyclopropy 
1] amino}-2- 

hydroxypropyl ) benzamid 



**569.8 
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n H ?H H Hi 

"V^ v»-TN. 

F 


3-(allylthio)-N- 
((lS,2R)-l-(3,5- 
difluorobenzyl) -3-{ [1- 
(3- 

ethylphenyl ) cyclopropy 
l]amino}-2- 

hydroxypropyl } benzamid 
e 




3484 


jm 0 i ^ p 

^" y 


formic acid compoiond 
with N^-[ (3S)-1- 
azabicyclo [2.2.2] oct- 
3-yl]-N*-((lS,2R)-l- 
(3 , S-difliiorobenzyl) - 
3-{[l-(3- 

ethylphenyl ) cycl6proi)y 
1] amino}-2- 

liydroxypropyl ) pentaned 
iaiciide (1:1) 


**583.3 
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0 

H-'\)H 

■ 


formic acid conpo\ind 
with N^-[{3R)-1- 
azabicyclo [ 2 . 2 . 2 ] oct- 
3"yl]-N5-( (lS,2R)-l- 
(3 , 5 -difluorobenzyl) - 
3-{[l-(3- 

ethylphenyl ) cyclopropy 
1] amino} -2- 

hydroxypropyl ) pentaned 
iamide (1:1) 


**583.3 


3486 


o 

T 


formic acid coirtpoiand 
with N^-[(3S)-1- 
azabicyclo [ 2 . 2 . 2 ] oc t- 
3-yl]-N*-( (lS,2R)-l- 
{3 , 5-dif luorobenzyl) - 
3-{[l-(3- 

ethylphenyl ) cyclopropy 
1] amino}-2- 

hydroxypropyl) succinam 
ide (1:1) 


**569.3 


3487 


0 

1 

H^OH 
F 


formic acid cbiiipourid 
with N^-[(3R)-1- 
azabicyclo [ 2 . 2 . 2 ] oct- 
3-yl]-N^-( (1S,2R)-1- 
(3 , 5 -difluorobenzyl) - 
3-{[l-(3- 

ethylphenyl) cyclopropy 
1] amino} -2- 

hydroxypropyl) succinam 
ide (1:1) 


**569.3 
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' 1 


F 

U 


N'-{(1S,2R)-1"(3,5- 
difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -.2- 
hydr oxypr opy 1 } - 5 - [ 4 - 
( dime thylamino ) but - 1 - 
ynyl]-N^,N^- 
dipropylisophthalamide 
or EIiAM158095 




3491 


/ y 


l-butyl-N-{ (1S,2R) -1- 
(3 , 5-dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2 - 
hydr oxypr opy 1 } - 3 - 
(trif luoroacetyl) -IH- 
indole- 6 -car]x>xamide 




3492 




1 

HQ 


N-( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

etliynylphenyl ) cyclopro 
pyl]amino}-2- 

hydroxyprojiyl ) "3 - 
{ [isopentyl (methyl) ami 
no] methyl} -5- . 
Daethylbenzamide 
hydr ochl or i de 


**588.3 


3493 


\ r\ H 9" H 

HCt 


Kr-( {lS,2R)-l-{3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

ethylphenyl ) cyclopropy 

l]amino}-2- 

hydroxypr opyl ) * 3 - 

{ [isopentyl (methyl) ami 

no] methyl} -5- 

me thy Iben z ami de _ 

hydro chl o r i de 


**592.3 
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F 


N-( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 

ethynylphenyl ) cyclopro 
pyl]amino}-2- 
nyuxoj^pi opy± / "^^^ 
(dipropylamino) -1- 
methyl -lH-pyrrole-2 - 
carboxamide * 
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3495 




N-((1S,2R)-1.(3,5- 
difluorobenzyl) -3- 
{ t(4R)-6-ethyl-2,2- 
ciioxido•-3 , 4-dihydro- 
IH- i so thi ochroiaen-4 - 
yl]aiaino}-2- 
hydr oxypropy 1 ) - 4 - ( 2 - 
cnethoxyethyl ) benzamide 



N^-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } - 5 - [ 4 - 
( dimethylainino ) butyl] - 

dipr opy 1 i s opli thalamide 
or ELAN158113. 




3496 



3497 




EHiiAN-lSBlie 



3500 




ELAN--15 812 8 -> ^r-^^ 
2 , 6-dicllloro-^- 
(dS,21^)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

etliynylplienyl) cyclopro 
pyl] aItlino}-2- 
hydroxypr opyl ) pyrimidi 
ne-4-carboxainide • 




H H ?^ H 





3503 



N-( (lS,2R)-l-{3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

^etliynylplienyl) cyclopro 
pyl ] amino } -2 - 
hydroxypr opyl ) -2 - 
[norplio 1 i n- 4 -y 1 - 4 - 
(trif luorometliyl) -1,3- 
tbiaz o 1 e - 5 - carboxamide 



-816- 



wo 03/040096 



PCT/US02/36072 





? % 
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a? 




**688 


3506 










3507 






N^-[(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- 
( { [1- (3-ethylphenyl) - 
IH- te traazol - 5 - 
yl ] methyl } amino ) -2 - 
hydr oxypr opyl ] - 5 - 
methyl-N^N^- 
dipropylisophthalamide 


**648 


3508 




H H 

g I ^ 1 

V ■ 

F 


3- (allylsulf inyl) -N- 
((lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- ■ 

ethylphenyl ) cyclopropy 
l]ainino)-2- 

hydroxypropyl ) benzamid 
e 


**553.8 




0 

r J 


F 

H riu H U J 
' " OH " 


!S[^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 

( dime thylamino ) propyl ] 

uj.pr opy X X sopn unax ami ae 
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F 

W 


ISr^{ (lS,2R)-l- (3 , 5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) andnq 1 7.2 - 
hydroxypropyl } - 3 ' - 
1 ! hydr oxyme thy 1) -5- 
(1, 3-thiazol-2-yl)- 
1,1' -biphenyl-3- 
carboxamide 




3522 


N 

III 


F 

■A 


3'-cyano-N-{ {1S,2R)-1- 
13 , 5-dif luorobenzyl) - 
3-[ (3- 

sthylbenzyl) amino] -2- 
tiydroxypropyl) - 5- (1, 3- 
thiazol-2-yl) -1,1*- 
biphenyl-3 -carboxamide 
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3523 


F - 

kJ ""oh " iLJ 


N-{(lS,2R)-l--{3,5- 
dif luorobenzyl ) - 3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } - 2 ' - 
ethoxy-5- (1, 3-thiazol- 

carboxamide 




3524 


F^O 




N-{ (lS,2R)-l-(3.5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) aiaino] -2- 
hydroxypropyl} -5- (1,3- 
thiazol-2-yl) -3 » - 
(trif luoromethoxy) - 
1,1' -biphenyl-3 - 
carboxamide 




3525 


F 

W 


N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } - 4 ' - 
propoxy-5- (1,3- 
thiazol-2-yl) -1,1'- 
biphenyl-3 -carboxamide 




3526 




F 

KJ ""oh h I!^ 


N-{ (lS,2R)-.l-(3,5- 
dif luorobenzyl) -3- 1 (3- 
etliylbenzyl ) amino] -2- 
hydroxypropyl } - 4 * - 
(dimethyl amino) — 5— 
(l,3-thiazol-2-yl)- 
l,l*-biphenyl-3- 
carboxamide 






F 

^iT^^*! '^'^^^N iiV^ 


N-{ (1S,2R)-1~(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl}-2 ' — — 
propoxy-5- (1, 3- 
unxazox— z — yi ; — ± / -L 
biphenyl-3 -carboxamide 




3527 






3528 
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F 

N^S 

w 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 - 
hydroxypropyl } - 3 ' - 
propoxy-5- (1,3- 
cmazox— z— yx / — J. , i — 
biphenyl-3 -carboxamide 
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3529 




N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl ) -3 ' - 
e thoxy- 5 - { 1 , 3 - thiazol ■ 
2-yl) -1 , 1 ■ -biphenyl-3- 
carboxamide 



3530 




tax 



N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -4 ' - 
e thoxy- 5- (1, 3-thiazol- 
2-yl) -1,1* -biphenyl-3 - 
carboxaiaide 



3531 




M-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -4 ' - 
isopropoxy-5- (1, 3- 
thia2ol-2-yl ) -ly 1 ' - 
biphenyl - 3 -carboxamide 



3532 




N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 4 ' - 
(hydroxymethyl ) -5- 
(1 , 3-thiazol-2-yl) - 
1,1' -biphenyl-3 - 
carboxamide 



3533 




4'-butoxy-N-{ (1S,2R)- 
l-(3,5- , 

dif luorobenzyl) -3 - [ (3- 
thylbenzyl) amino] -2- 
hydr oxypropy 1} - 5- ( 1 3"^ 
thiazol -2-yl) -1 , 1 » - 
biphenyl-3 -carboxamide 




N-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) axnino] -2- 
hydr oxypr opyl } - 4 • - 
methoxy-S- (1,3- 
thiazol-2-yl) -1 , 1 • - 
biphenyl-3 - carboxamide 
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H H 1!^ t] 



N-{{lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl ) amino ] -2 - 
ydroxypropyl}-5-(l, 3- 
thiazol-2-yl)-4'- 
(trif luoromethoxy) - 
1,1' -biphenyl-3- 
carboxamide 



3536 




4'-butyl-N-{ (1S,2R)-1- 
(3 , 5 -dif luorobenzyl) - 
3-[(3- 

ethylbenzyl ) amino] -2 - 
hydrbxypropyl } -5- { 1 , 3- 
thiazol-2-yl ) -1 , 1 • - 
biphenyl-3 -carboxamide 



3537 




3 ^-butoxy-N"{ (1S,2R) - 
l-(3,5- 

dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 - 
hydr oxypr opy 1 } - 5 - { 1 , 3 - 
thiazol-2-yl)-l,l»- 
biphenyl-3 -carboxamide 



3538 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } - 3 V- 
isopropyl-5- (1,3- 
thiazol-2-yl) -1,1'- 
biplienyl-3 -carboxamide 



3539 




3 * - (acetylamino) -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl )--r 3^ [.Cl=-. 
etliylbenzyl) amino] -2- 
hydroxypropyl } - 5- ( 1 , 3 - 
thiazol-2-yl) -1,1'- 
biplienyl-3 -carboxamide 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 2 ' - 
cnethyl-S- (1, 3-thiazol- 
2-yl) -1 , 1 ' -biphenyl-3- 
carboxamide 
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3542 



3543 




• -acetyl -N-{ (1S,2R)- 

-(3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2- 
tiydroxypropyl } -5- { 1 , 3^ 
thiazol-2 -yl ) -1 , 1 ' - 
biphenyl-3-carboxainide 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
thylbenzyl) amino] "2- 
hydroxypropyl } - 4 ' - 
hydroxy-5- (1,3- 
thiazol-2-yl) -1,1'- 
biplienyl - 3 -carboxamide 




• - (acetylamino) -N- 
{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 5 - { 1 , 3 - 
tliiazol-2-yl) -1, 1 • - 
biphenyl -3 -carboxamide 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ tS- 
etliylbenzyl ) amino] -2- 
hydroxypropyl 1 -3 - ( IH- 
pyrrol-2-yl)-5-(l,3- 
tliiazol-2 -yl ) benzamide 



3544 




3545 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
etliylbenzyl) amino] -2- 
liydroxypropyl}-3-[ (E)- 
2-(4- 

f luoroplienyl) ethenyl] - 
5-(l,3-thia2ol-2- 
yl)benzamide 




N-( (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- 
(3- 

etliynylphenyl ) cyclopro 

pyl]aminp}-2- 

hydr oxypropyl ) pyrimidi 

ne-4 -carboxamide 
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3549 




•chloro-N- ( (IS, 2R) -1- 
(3 , 5-dif luorobenzyl) - 

-{tl-(3- 
ethynylphenyl ) cyclopro 
pyl]amino}-2- 
hydroxypr opy 1 ) - 6 - 
[tiorpholin-4- 
ylpyr imi dine - 4 - 
carboxamide 




0^ H- " 




Kr-((lS,2R)-l-(3,5- 
difluorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl) cyclopro 
pyl] amino} -2- 
hydroxypropyl ) - 2 - 
( dipropyl amino ) - 6- 
[aorpholin-4- 
y Ipyr imi dine - 4 - 
carboxamide 



3550 



3551 




ISI-( (1S,2R)-1-{3,S- 
difluorobenzyl) -3-{ [1- 
(3- 

ethynylphenyl) cyclopro 
pyl] amino} -2- 
hydroxypropyl ) -2 , 6- 
bis (dipropyl amino )pyri 
mi di ne - 4 - c arboxami de 



means M/Z (EI) 

* means M+H (CI) 

* *^ means OAMS 

*** means MS Data 
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CHART A 

O H ° H ° H 

(1) (II) (III) CV) 



OH H H C>H H 



fli R2 R3 Ri R2 R3 ' " PRa 



(V) 



(VIII) (VII) 

jcouple with Rn 

|. OH H RQ = protecting group 

M X Ni Xi is a leaving group 

Rn" 

Ri Rz R3 
(X) 



CHART B 

O OH H ^ 

Pi, R^Rs (VI) f,^F^R3 R1R2R3 



(III) (XI) 

PG = protecting group 
is a leaving group 



CHART C 



(VII) 



H OH H 9" H 9H H 

p,..^V<, — PG^N^N3_pe^N^NH. _ PG'^Y^-'^^c 

(V) (XII) (X"'> (V") 

PG = Protecting Group 
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H OH QH H ?H 
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(XV) 



H OH H H OH . 

fli R2 R3 ft, R2 R3 

(X) (XVI) 
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H QH H 



PG-1— N 



Ri R2 R3 
(VII) 



PG-1— N 



CHART I 

H OH PG-2 

Ri R2 R3 
POOCIV) 



H2N 



OH PG-2 
- I 



fti B2R3 

(XXXV) 



(Rn)20 or RrrXa or Rn-OH 
(IX) 



H 9" H 



Ri R2 R3 
(X) 



Rc 



H 



OH PG-2 
= 1^. 



RN-Ny^.>..^ 
R2R3 

pocxvi) 



CHART J 




ORn-a- 



0 O 

(XXI) 




ORn4 



(XXXVII) 



NRncRnP 




ORns 



o o 

(XXXVIII) 




OR|*a 



(XXXVIl) 



NRnoRnp 

S02 




ORn4 



o o 

(XXXVIII) 



NRnoRnp 

S02 




(IX-XXXIX) 
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CHART K 




(IX-XLI) 



CHART L 



CO2H 



CH2OH 




^j^k^O— (Alkyl or Benzyl OjN 




.0— (AlkyI or Benzyl) 



Alkyl^ 




o Am^L^^O-C^M or Benzyl) Rn^-" 
^ ^ T AlkyI O 



O 
II 



CH20-P-(ORn^i)2 
H 9H H 




O 

AlkyI O Ri Ra R3 
(X) 



A. 



R|«-" N 



CHgOH 

H 9" H 




AlkyI 0 Ri R2R3 
(X) 
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CHART O 
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CHART P 
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CHART R 
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CHART U 

AlkyI 




CHART U details a method for the preparation' of ketones 
used in the invention. The preferred halogen is bromine or 
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iodine. A coinmercially available halogenated benzoate is 
coupled with (a-ethoxyvinyl) -tributyl in the presence of a 
catalyst, for example a palladixam catalyst like dichlorobis 
(triphenylphosphine)palladiiam, yielding a methylke tone- 
substituted benzoate ester after hydrolytic workup. In a 
preferred embodiment of the invention, this reaction is 
conducted in an anhydrous organic solvent. In a further more 
preferred embodiment of the invention, this reaction is 
conducted in anhydrous toluene. (Kosugi and Migita, Bull. Chem. 
Soc, Jpn., 1987, 60, 767-768). Base-catalyzed nucleophilic 
addition to a stoichiometric excess of alkyl'-LG (or alkyl"- 
LG) yields a symmetric dialkylated productthat, depending on 
the strength of the base, may be directly converted to the 
equivalent benzoate. Alternatively, the methylketone- 
substituted benzoate ester may be reacted with a lower excess 
of alkyl'-LG, yielding a mono-substituted derivative. Said 
derivative may be further alkylated by base-catalyzed reaction 
with alkyl'^-LG. It is understood that LG is Leaving Group as 
defined above. It is understood by one skilled in the art how 
to perform alkylations. In a preferred embodiment of the 
invention, said alkylations are catalyzed by sodium hydroxide 
or potassixam hydroxide. In an additional preferred embodiment 
of the invention, the alkylations are conducted in a dipolar 
aprotic solvent-,, e.g. -dimethyl-sulf oxide 
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R = Me,I,Br 



CHART V 

At = substituted aiyl 
orheteroaryl 



(Y.l) 



BrCH2CH2C3 
base, PTC 



(Y.2) 



KOH, H2O2 
MeOH 




(Y.3) 



NaOH. then HCI 



HO. 




(Y.4) 



SOCI2 



CI 




Ar) 



(Y.5) 



1) NaNg, heat 

2) HCI 



H2N 



•HCI 




Ar 



(Y.6) 



10 



CHART V. Synthesis of 3 -substituted 
cyclopropylbenzylamines cuid related heteroaryl amines (Y.6 in 
Chart V) . A commercially available 3-substituted 
benzyl onitrile is reacted with l-bromo-2-chloroethaneln the 
presence of an aqueous base and a phase transfer catalyst to 
yield the a cyclopropanated benzylnitrile (Y.2) . • The cyanide 
(Y.2) is Converted to amide (Y.3), which is treated with 
aqueous base, yielding acid (Y.4) after acidic workup. Acid 
(Y.4) is converted to acyl chloride (Y.5), which is reacted 
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with azide, yielding an intermediate which iindergoes 
rearrangement and deconposition to give product (Y. 6) . (y.6)is 
then reacted according to Chart J J to yield inhibitor (X) . 
Representative procedures are provided in Example 2353. 




PhNHNH2 
Or . 
U PhNCHaNHa 



H OHH 1^ 



CBZCI 



II 



HCI 



p. 



■•)edc, 

HOBt 

triethylamine 

2) rig, Pd 



O O 1^ R 
^ 1^ H OHH H 



III 



IV 



Chart Z. Reaction of epoxide I with an aromatic hydrazine in 
10 isopropanol produces the selective alkylation of the 

\ans\ibstituted hydrazine nitrogen, yielding hydrazine II (M. 
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Nakakata, Tetrahedron Letters 1993, 6095-6098) • Acylation of 
one of the hydrazine nitrogens with an acylating agent, e.g. 
benzyl oxycarbonyl, yields 111 and reduces the reactivity of 
this moiety to further acylation irrespective of which 
5 hydrazine nitrogen is the first to undergo acylation (B. 

Gisin, Helv. Cbim. Acta 1970, vol 53, 1030-1043. S. Shinagawa, 
Chem. Pbarm. Bull. 1981, vol 29, 3630-3638). Removal of the 
tert-butoxycarbonyl protecting group of III yields free amine 
IV, which is coupled to isophthalic acid (XIV) using 
10 carbodiimide or other known coupling agents • Deacylation of 
the hydrazine nitrogen yields coirpound V. 



CHART AA 




CHART AA procedure: 

Selective acylation of methylhydrazine on the sxibstituted 
nitrogen (D. Butler, J. Medicinal Chemistry 1911, vol. 14, 
1052-1054) yields acylhydrazine VI, which is reacted withwith 
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epoxide 1 in isopropanol to form adduct VTI (S, Wang, J. 
Medicinal Chemistry 1997, vol 40, 937-941. G. Bold, J. 
Medicinal Chemistry 1998, vol 41, 3387-3401). Removal of the 
tert-butoxycarbonyl protecting group, followed by coupling to 
isophthalic acid (XIV) yields final product IX. 



CHART BB 




10 Chart BB procedure: 

Epoxide X is reacted with O-benzylhydroxylamine to yield 
adduct XI (S. Rosenberg, J". Medicinal Chemistry 1990, vol 33, 
1582-1590) . Removal of the tert-butoxycafbohyr protecting 
group, followed by acylation with isophthallic acid XIV yields 

15 target compound XIII. 
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NH2 



RCOCI or RSO2CI 
► 



HN 



Rn^O. 



° (XXXI) ° 



NRNalpha^Nbeta 



RN-aO 




-NRNaiphflRNbeta 

suifonamide-l 




HN' 



) O 
sulfonamide-l 



<NRNaiphaRNbBta 



Rn^O, 




NRNalphaRNbela 



0 

sulfonamide-ll 



Chart CC. Aniline XXXI is acylated with acyl chlorides or 
anhydrides or sulfonated with sulfonyl halides or sulfonyl 
5 anhydrides to yield sulfonamide- 1 using methods well known to 
. those skilled in the art. Sulf onamide-I is alkylated with 
RX, wherein X is" a leaving group, for example Cl, Br, 
tosylate, or mesylate, in the presence of a base, e.g. 
trialkylamine, sodiiom hydride, pyridine, or potassium t- 
10 butoxide, to yield sulfonamide-II . 
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CHART DP 




RCOCI orRSOaCI 



Rn^O. 



R'X 



sulfonamide-la 



sulfonamide-la 




sulfonamide-lla 



10 



Chart DD. Ainine-a is acylated with acyl chlorides or 
anhydrides or sulfonated with sulfonyl halides or sulfonyl 
anhydrides to yield sulfonamide-I using methods .known to those 
skilled in the art. Sulfonamide- la is alkylated with RX, 
wherein X is a leaving group, for example CI, Br, tosylate, or 
mesylate, in the presence of a base, e^g. trialkylamine, 
sodium hydride, pyridine, or potassium t-butoxide, to yield 
sulf onamide-IIa . 



CHART EE 




NRlslalphaRNbBta 



Rn^O. 



NRNalphaRNbeta 



RSH 



catalyst 



oxidant 



Rn^O, 




NRNalphaRNbeta 



RN-aO 



NRNalphaRNbeta 



15 
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Chart EE, lodo amide (I) is coupled to a thiol RSH in 
the presence of a catalyst, for example a palladivm (0) 
catalyst like bis (dibenzylideneacetone) palladiiun (0),an 
additive, preferably 1,1 '-bis (diphenylphosphino) ferrocene, 
and a base, e.g. a trialkyamine, in an organic solvent, for 
example N-methylpyrrolidinone (NMP) or DMF, at a temperature 
ranging from room teniperature to refl\ix teitperature to yield 
sulfide (II) . Sulfide (II) is oxidized with hydrogen peroxide 
in the presence of an acid or with a peracid, e.g. m- 
chloroperoxybenzoic acid to yield sulfone (III) . Other 
methods of oxidation are reported in references like Smith 
and March, Advanced Organic Chemistry: Reactions, Mechanisms, 
and Structure, 5*^ Ed., Wiley Interscience, 2001. If sulfone 
(III) is an ester, it is further hydrolyzed to yield a 
carboxylic acid (IV, not shown) by basic hydrosolisis with a 
base like lithixam, sodixam, or potassixam hydroxide, followed by 
acidic workup. Acid (IV) is then coupled to an amine to yield 
the final target product. .... 

CHART FF 




Chart FF. A halogenated benzyl -derivative of structured). (1) 
is reacted with thiolate, for example a lithium, sodivim or 
potassixam thiolate, in an organic solvent, for example THF, 
toluene, or acetonitrile, at temperatures ranging from room 
temperature to reflxix , yielding a sulfanyl derivative of 
structure(2) . (2) is peroxidated with an oxidant, for example 
hydrogen peroxide in the presence of an acid like acetic acid 
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10 



15 



20 



25 



or m-chloroperoxybenzoic acid, in an organic solvent like 
dichloromethane to yield methylene sulfone (3) . Other methods 
of oxidation are reported in references like Smith and March, 
Advanced Organic Chemistry: Reactions, Mechanisms, and 
Structure, 5"* Ed., Wiley Interscience, 2001. If necesassary, 
sulfone (3) is hydrolyzed to its acid derivative by methods 
known to those skilled in. the art, or is used directly if 
already a carboxylic acid; coupling of said acid with amine 
yields the target product. 

CHART GG 




N(alkyla)(alkylb) 



Chart GG. Isoguinoline . (1) is reacted with phosphorus 
oxychloride or phosphorus oxybromide at temperatures ranging 
from room temperature to about 1-50 ^G- to yield halo- 
isoguinoline (2) • Halo-isoquinoline (2) is reacted with an 
amine at temperatures ranging from room temperature to 200 °C 
to yield, amino-isoguinoline (3). This reaction may be carried 
out in the presence of an organic solvent such as THF, 
acetonitrile, DMF, or NMP. Alternatively, the amine can be 
used as solvent, and a sealed reaction vessel may be used to 
contain volatile amine at high temperatures. Amino- 
isoquinoline (3) is reacted with copper (I) cyanide in an 
organic solvent, for exair^le DMF or NMP (N- 

methylpyrrolidinone) at temperatures ranging from about 120 °C 
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to reflux, followed by hydrolysis with an aqueous acid, for 
example aqueous HCl,to yield isoquinoline carboxylic acid (4). 
Additional methods for converting amino-isoquinoline (3) to 
isoquinoline carboxylic acid (4) are known to those skilled in 
5 the art and include, for example, reacting (3) with carbon 
monoxide and an alcohol in the presence of a catalyst, for 
. example a palladiiim catalyst such as palladium acetate or 
palladiiim { 0 ) tetrakis { triphenylphosphine ) , and an additive , 
for examplel, 1 ' -bis (diphenylphosphino) ferrocene or 1,3 -bis 
10 (diphenylphosphino) propane, in an organic solvent, for 

exanple DMF or NMP,and in the presence of a base, for example 
a trialkylamine or aqueous sodium or potassium carbonate or 
sodium or potassium hydrogen carbonate, at temperatures 
- ranging from about 50 to about 150 °C, followed by hydroysis of 
15 the ester product to isoquinoline carboxylic acid (4) , 
. . .Isoquinoline carboxylic acid (4) is then coupled to an amine 
to yield the .final target product, 

20 
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CHART HH 
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H 



COzMe 



YSH 



CHART II 
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10 
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Charts HH and II. Chart HH discloses the synthesis of a 
set of racemic a-amino sulfones while Chart II discloses the 
synthesis of the active enantiomer. The Michael addition of a 
thiol to a protected dehydroalanine methyl ester yields a 
sulfanyl intermediate. The sulfanyl derivative is peroxidated 
to the corresponding sulfone according to one of the above- 
mentioned methods. Hydrolysis of the ester and protecting 
group may be carried out with a strong aqueous acid, for 
example 6N HCI, or acetic acid, optionally at high temperature 
to yield the free amino acid salt. A protecting group for 
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exairple Cbz or Boc, may be added to the amine group. Standard 
peptide coupling to the unprotected diamine preferentially 
affords the product with an imreacted N-Rc moiety which is then 
orthogonally protected to yield the diprotected diamine. 
5 Selective removal of the Rn protecting group affords a free 
amine. This amine can be converted according one of the 
above-mentioned methods into amides, carbamates,.. 
Alternatively, it may be reacted with an isocyanate to yield a 
urea, or with a sulfonyl chloride to yield a sulfonamide. The 

10 removal of the Rc protecting yields the targetcompoxmds . Chart 
II is identical to chart HH with an additional isomer 
separation step which may be carried out chemically, 
enzymatically, or by chiral chromatography, yielding the 
single isomer acid which is transformed, into the target 

15 product as described above. 

CHART J J 

ftl ^1 Rg 

(0 (") (Ill) 



Ri R3 Ri R3 Ri R3 

(VII) (V) (IV) 



HoN 



OH 
Ri R3 



(Rn-i-Xn-)20 or 
RN-rXN-X2 or 
RN.i-X,rOH 

(IX) 




(VIII) 



(X) 
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ChartKK 

CI 




5 Pyridine 1 is reacted with an amine 2 in an organic 

solvent, for example THF, at reflxix or by warming to a 
tertperature ranging from about. 80 to about 130 in a 
sealed vessel, to yield pyridine ester 3. Pyridine ester 3 is 
hydrolyzed using methods known to those skilled in the art to 
10 yield chloro-acid 4. Chloro-acid 4 is coupled to amine (VIII) 
using methods discussed above and known to those skilled in 
the art to yield final product (X) . 

Alternatively, ester pyridine 3 is cyanated as taught in 
Tet. Lett. 2000, 41, 3271 to yield nitrile ester 5. Additional 
15 methods of preparing nitrile ester 5 include but are not 

limited to treatment of ester pyridine 3 with copper cyanide 
- in organic solvents, for exan5)le N-methylpyrrolidinone, DMF at 
temperatures ranging from about 80 °C to about 180 °C. The 
ester moiety of 5 is converted to acid 6 via methods known 
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to those ■ skilled in the art. Acid 5 is then coupled to amine 
(VIII) using methods that are discussed above or known to 
those skilled in the art to give final product (X) . 



HO, 




R-alkyl-halide 



OH 

NH JiH 



R-alkyI 



(X) 



11 

Dinitro acid 1 is esterified with an alcohol and an acid 
catalyst or by methods knovm to those skilled in the art to 
10 yield dinitro ester 2. Dinitro ester 2 is reacted with a 
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protected aldehyde^ for exainple an acetal or a ketal, in an 
organic solvent, for exainple toluene, at temperatures from 
about 50 to 150 and in the presence of an acid catalyst, for 
example concentrated sulfuric acid or sulf ©salicylic acid, 



palladivim catalyst such as palladium on carbon in an organic 
solvent, for example methanol, ethanol, ethyl acetate, and 
acetonitrile, in the presence of an acid such as formic or 
acetic acid to yield amino-indole 4. Amino-indole 4 is reacted 
.10 with sodixam nitrite and aqueous hydrochloric or sulfuric acid, 
followed by potassium iodide, to give iodo-indole 5. lodo- 
indole 5 is reacted with copper cyanide in an organic solvent, 
for example N-methylpyrrolidinone at temperatures from about 
100 to about200 °C to yield nitrile-indole 6. Nitrile-indole 6 

15 is then alkylated with an alkyl halide, for example propyl or 
butyl iodide, bromide, or chloride in the presence of a base, 
for example sodium hydride or potassiiam tert-butoxide, . 
pre fefalply potassium tert-butoxide,, in ;an organic solvent, for 
. example THF, DMF or DMSO, preferably DMSO, at room temperature 

20 to 100 ""C, to yield ester indole 7. 

Alternatively, amino-indole 4 may be reacted with an 
aqueous mineral acid and sodium' nitrite, followed by 
neutralization with a base, for example sodium' bicarbonate, 
and then reacted with -potassium cyanide and copper cyaiii'de" to 

25 yield nitrile-indole 6. Ester indole 7 is then hydrolyzed to 
indole acid 8 using methods known to those skilled in the art. 
Indole 8 is then coupled to amine {VIII ) using methods known 
to those skilled 3.n the art and previously disclosed in this 
'document . 

30 Alternatively, iodo indole 5 is reacted with an alkyl 

halide, for example as propyl or butyl iodide, bromide, or 
chloride in the presence of a base, for example sodium hydride 
or potassixam tert-butoxide, more preferably potassium tert- 
butoxide, in an organic solvent, for exanrple THF, DMF or DMSO, 



5 yielding dinitro amine 3. Dinitro amine 3 is treated with a 
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preferrably DMSO, at a temperature from room temperature to 
about 100 °C/ to yield iodo allcyl 9. Aa Oxazole or a thiazole 
in an organic solvent, for example dialkyl ether or THF, at a 
temperature from about 0 to about -78 is reacted with a 
5 base, preferably butyl lithium and optionally left stirring 
for from about 15 to about 60 min.Zinc chloride is then added 
and the mixture is allowed to warm to 0-30 at which time 
iodo alkyl 9 is added, followed by tetrakis triphenylphosphine 
palladium. The mixture is then optionally left stirring at a 
10 temperature from room temperature to about 80 to yield 
oxazole/ thiazole indole lO.The hydrolysis of 10 by methods 
known to those skilled in the art yields oxazole/thiazole 
acid 11. Oxazole/thiazole acid 11 is coupled to amine (VIII) 
using methods known to those skilled in the art. 

15 

Chart MM 




20 Indole acid 1 is converted to indole ester 2 by methods 

known to those skilled in the art. Indole ester 2 is then 
alkylated with an alkyl halide, for exaitple propyl or butyl 
iodide, broinide, or chloride, in the presence of a base, for. 
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exan5)le sodium hydride or potassium tert-butoxide, preferably 
potassiimi tert-butoxide, in an organic solvent, for example 
THP, DMF or DMSO, preferrably DMSO, at room teit5)erature to 
about 100 °C to yield alkyl indole 3, Alternatively, indole 
5 acid 1 may be converted directly to alkyl indole 3 by 

reaction with an alkyl halide, for example propyl or butyl 
iodide, bromide, or chloride in the presence of a base, for 
example sodium hydride or potassium tert-butoxide, preferably 
potassium tert-butoxide, in an orgeuiic solvent, for example 

10 THF, DMF or DMSO, preferrably DMSO at room temperature to 
about 100 °C. Alkyl indole 3 is then treated by the method 
disclosed in Org, Lett. (2000) 1485 and references cited 
therein, Tet. Lett, (1995) 4005 and references cited therein, 
and Org. Lett. (2001) 1005 and references cited therein to 

15 yield acylindole 4. Acylindole 4 is hydrolyzed to indole acid 
5 using methods known to those skilled in the art, and indole 
acid 5 is coupled to amine (VTII) using methods known to those 
skilled in the artto yield (X) . 

20 BIOLOGICAL EXAMPLES 

Example A 

Enzyme Inhibition Assay 

25 The" compounds of the invention are analyzed for 

inhibitory activity by use of the MBP--C125 assay. This assay 
determines the relative inhibition of beta-secretase cleavage 
. of a model APP substrate, MBP-C125SW, by the compounds assayed 
as compared with an untreated control. A detailed description 

30 of the assay parameters can be found, for example, in U.S. 
Patent No. 5,942,400. Briefly, the substrate is a fusion 
peptide formed of maltose binding protein (MBP) and the 
carboxy terminal 125 amino acids of APP-SW, the Swedish 
mutation. The beta-secretase enzyme is derived from human 
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brain tissue as described in Sinha et.al, 1999, Nature 40:537- 
540) or recombinantly produced as the full-length enzyme 
(amino acids 1--501) , and can be prepared, for example, from 
293 cells expressing the recombinant cDNA, as described in 
5 WOOO/47618. 

Inhibition of the enzyme is analyzed, for exanqple, by 
immunoassay of the enzyme's cleavage products. One exemplary 
ELISA uses . an anti-MBP capture antibody that is deposited on 
precoated and blocked 96-well high binding plates, followed by 

10 incxibation with diluted enzyme reaction supernatant, 

incubation with a specific reporter antibody, for example, 
biotinylated anti-SW192 reporter antibody, and further 
incubation with streptavidin/alkaline phosphatase. ^ In the 
assay, cleavage of the intact MBP-C125SW fusion protein 

15 results in the generation of a truncated amino -terminal 

fragment, exposing a new SW-192 antibody-positive epitope at 
the. carboxy terminus. Detection is effected by a fluorescent 
substrate signal on cleavage by the phosphatase. ELISA only 
detects cleavage following Leu 596 at the substrate's APP-SW 

20 751 mutation site. ... 

Specific Assay Procedure: 

Compounds are diluted in a 1:1 dilution series to a six- 
point concentration curve (two wells per concentration) in one 

25 '96-plate row per compound tested. Each of the test compounds 
is prepared in DMSO to make up. a 10 millimolar stock solution. 
The stock solution is serially diluted in DMSO to obtain a 
final compound concentration of 200 micromolar at the high 
point of a 6-point dilution curve. Ten (10) microliters of 

30 each dilution is added to each of two wells on row C of a 
corresponding V-bottom plate to which 190 microliters of 52 
millimolar NaOAc, 7.9% DMSO, pH 4.5 are pre-added. The NaOAc 
diluted compound plate is spun down to pellet precipitant and 
20 microliters /well is transferred to a corresponding flat- 

35 bottom plate to which 30 microliters of ice-cold enzyme- 
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substrate mixture (2.5 microliters MBP-C125SW substrate, 0.03 
microliters enzyme and 24.5 microliters ice cold 0.09% ,TX100 
per 30. microliters) is added. The final reaction mixture of 
200 micromolar compound at the highest curve point is in 5% 
5 DMSO, 20 millimolar NaAc, 0.06% TXlOO, at pH 4.5. 



microliters /well cold specimen diluent is added to stop the 
reaction and 20 microliters/well is transferred to a 



capture, containing 80 microliters/well specimen diluent. 
This reaction is incubated overnight at 4 degrees C and the 
ELISA is developed the next day after a 2 hours incubation 



15 conjugate and fluorescent substrate. The signal is- read on a 
fluorescent plate reader. 

Relative compound inhibition potency is determined by 
calculating the concentration of conqpound that showed a fifty 
percent reduction in detected signal-.._(IC5o) coittpared to the 

20 enzyme reaction signal in the control wells with no added 
compound. In this assay, - the compounds. of the invention 
exhibited an IC50 of less than or . equal to ^20. micromolar. 

Exax^ple B 

25 Cell Free Inhibition Assay Utilizing a Synthetic APP Substrate 

A synthetic APP substrate that can be cleaved by beta- 
secretase and having N-terminal biotin and made fluorescent by 
the covalent attachment of oregon green at the Cys residue is 
30 used to assay beta-secretase activity in the presence or 

absence of the inhibitory compounds of the invention. Useful 
substrates include the following: 

Biotin-SEVNL-DAEFR[ Oregon green] KK [SEQ ID NO: 1] 



Warming the plates to 37 degrees C starts the enzyme 
reaction. After 90 minutes at 37 degrees C, 200 



10 



corresponding anti-MBP antibody coated ELISA plate for 



with anti-192SW antibody, followed by Streptavidin-AP 
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Biotin-SEVKM-DAEFR [Oregon green] KK [SEQ ID NO: 2] 

Biotin-GLNIKTEEISEISY-EVEFRC [Oregon green] KK [SEQ ID NO: 3] 
Biotin-ADRGLTTRPGSGLTNIKTEEISEVNL-DAEF [Oregon green] KK [SEQ ID 
N0:4] 

5 Biotin-FVNQHLCoxGSHLVEALY-LVCoxGERGFFYTPKA [Oregon green] KK 
[SEQ ID NO: 5] 

The enzyme (0.1 nanomolar) and test compounds (0.001 - 

100 micromolar) are incubated in pre-bloclced, low affinity, 

blaclc plates (384 well) at 37 degrees G for 3 0 minutes. Tlie 

10 reaction is initiated by addition of 150 millimolar substrate 

to a final volume of 30 microliter per well. The final assay 

* 

conditions are: 0.001 - 100 micromolar compo\ind inhibitor; 
0.1. molar sodium acetate (pH 4.5) .150. nanomolar substrate; 
0.1 nanomolar solvible beta-secretase; 0. 001% Tween 20, and 2% 

15 DMSO. The assay mixture is incubated for 3 hours at 37 

degrees C, and the reaction is terminated by the addition of a 
saturating concentration of immunopure streptavidin. After 
incubation with streptavidin at room temperature for 15 
minutes, fluorescence polarization is measured, for example, 

20 using a LJL Acqurest (Ex485 nm/ Em530 nm) . The activity of 
. the beta-secretase enzyme is detected by changes in the 
fluorescence polarization that occur when the substrate is 
cleaved by the enzyme. Incubation in the presence or absence 
: of coirpoundjlnhiM.t.or ..demonstrates ; specific inhibition of . 

25 beta-secretase enzymatic cleavage of its synthetic APP 

substrate; In this assay, compo\inds of the invention exhibited 
• an IC50 of less than 20 micromolar. 

Exaxople C 

30 Beta-secretase inhibition; P26-P4'SW assay 

Synthetic substrates containing the beta-secretase 
cleavage site of APP are used to assay beta-secretase 
activity, using the methods described, for exaitqple, in 



-853- 



VfO 03/040096 





PCTAJS02/36072 



published PCT application WOOO/47618. The 
substrate is a peptide of the sequence: 
(biotin) CGGADRGLTTRPGSGLTNIKTEEISEVNLDAEP 



P26-P4'SW 



[SEQ ID NO: 6] 



The P26-P1 standard has the sequence: 



5 



(biotin) CGGADRGLTTRPGSGLTNIKTEEISEVNL 



[SEQ ID NO: 7] 



Briefly, the biot in-coupled synthetic substrates axe 
incubated at a concentration of from about 0 to about 200 
micromolar in this assay. When testing inhibitory compounds, 
a substrate concentration of about 1-0 micromolar is 



reaction mixture, with a final DMSO concentration of 5%. 
Controls also contain a final DMSO concentration of 5%. The 
concentration of beta secretase enzyme in the reaction is 
varied, to give product concentrations with the linear range 
15 of the ELISA assay, about 125 to 2000 picomolar, after 
dilution. 

The reaction mixture also includes 20 millimolar sodium 
acetate, pH 4.5, 0.06% Triton XlOO, and is incxibated at 37 
degrees C for about 1 to 3 hours. Samples are then diluted in 

20 assay buffer (for example, 145.4 nanomolar sodium chloride, 

9.51 millimolar sodiiom phosphate, 7.7 millimolar sodium azide, 
0.05% Triton X405, 6g/liter bovine serum albxamin, pH 7.4) to 
quench the reaction, then diluted further for immunoassay of 
- - the . cleavage .producta. . - 

25 Cleavage products can be assayed by ELISA. Diluted 

samples and standards are incxibated in assay plates coated 
with capture antibody, for exaitple, SW192, for about 24 hours 
at 4 degrees C. After washing in TTBS buffer (150 millimolar ■ 
sodium chloride, 25 millimolar Tris, 0.05% Tween 20, pH 7.5), 

30 the samples are incubated with strepavidin-AP according to the 
manufacturer's instructions. After a one hour incubation at 
■ room temperature, the samples are washed in TTBS and incubated 
with fluorescent substrate solution A (31.2 g/liter 2-amino-2- 
methyl-l-propanol, 30 mg/liter, pH 9.5). Reaction with 



10 preferred. ' Test compounds diluted in DMSO are added to the 
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streptavidin-alkaline phosphate permits detection by 
fluorescence. Compoxands that are effective inhibitors of 
beta--secretase activity demonstrate reduced cleavage of the 
siibstrate as compared to a control. 

5 

Example D 

Assays using Synthetic Ollgopeptide-Substrates 

Synthetic oligopeptides are prepared that incorporate the 
10 known cleavage site of beta-secretase, and optionally 
detectable tags, such as fluorescent or chouromogenic 
moieties. Examples of such peptides, as well as their 
production and detection methods are described in U.S. Patent. 
No: 5/942,400, herein incorporated by reference. Cleavage 
15 products can. be. .detected using high performance liquid 
chromatography, or fluorescent or chromogenic detection 
methods appropriate to the peptide to be detected, according 
to methods well known in the art. 

By way of example, one such peptide has the sequence SEVNL- 
20 DAEF [SEQ ID NO: 8], and the cleavage site is between 
residues 5 and 6. Another preferred si±>strate has the 
sequence ADRGLTTRPGSGLTNIKTEEISEVNL-DAEF [SEQ ID NO: 9], and 
the cleavage site is between residues 26 and 27. 

. These- aynthel:ic.AEP.^ubstrat.es_^r.Q .ioiSulDjated . in. the_ 

25 presence of beta-secretase under conditions^suf f icient to 

result in beta-secretase mediated cleavage of the svibstrate. 
Comparison of the cleavage results in the presence of the 
coittpound inhibitor to control results provides a measure of 
the compoiind's inhibitory activity. 



30 



Example E 

Inhibition of beta-secretase activity - cellular assay 
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An exeirplary assay for the analysis of inhibition of 
beta-secretase activity utilizes the htoman embryonic kidney 
cell line HEKp293 (ATCC Accession No. CRIi-1573) transfected 
with APP751 containing the naturally occurring double mutation 
5 Ijys651Met52 to Asn65lLeu652 (numbered for APP751) , commonly 
called the Swedish mutation and shown to overproduce A beta 
(Citron et.al., 1992, Nature 360:672-674), as described in 
USPN 5,604,102. 

The cells are incubated in the presence/absence of the 

10 inhibitory compound (diluted in DMSO) at the desired 

concentration, generally up to 10 micrograms /ml. At the end 
of the treatment period, conditioned media is analyzed for 
beta-secrdtase activity, for example, by analysis, of ^cleayage 
fragments. A beta can be analyzed by immunoassay, using 

15 specific detection antibodies. The enzymatic activity is 
measured in the presence and absence of the compoxind 
inhibitors to demonstrate specific inhibition of beta-, 
secretase mediated cleavage of APP ..subiS.trate, 

20 Example F 

Inhibition of Beta-Secretase in Animal Models of AD 

Various animal models can be used to screen for 
inhibition of beta-secretase activity.:. Examples of animal 

25 models useful in the invention include, but are not limited 
to, mouse, guinea pig, dog, and the like. The animals used 
can be wild type, transgenic, or knockout models. In addition, 
mammalian models can express mutations in APP, such as APP695-. 
SW and the like described herein. Exaitqples of transgenic 

30 non-human mammalian models are described in U.S. Patent Nos. 
5,604,102, 5,912,410 and 5,811,633. 

PDAPP mice, prepared as described in Games et.al., 1995, 
Nature 373:523-527 are useful to analyze in vivo suppression 
of A beta release in the presence of putative inhibitory 
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compounds- As described in USPN 6,191,166, 4 month old PDAPP 
mice are administered conrpound formulated in vehicle, such as 
com oil. The itiice are dosed with compound (1-30 mg/ml; 
preferably 1-10 mg/ml). After time, e.g., 3-10 hours, the 
5 animals are sacrificed, and brains removed for analysis. 

Transgenic animals are administered an amount of the 
compound inhibitor preferably fonttulated in a carrier suitable 
for the chosen mode of administration. Control animals are 
untreated, treated with vehicle, or treated with an inactive 

10 compound. Administration can be acute, i.e., single dose or 
multiple doses in one day, or can be chronic, i.e., dosing is*' 
repeated daily for a period of days. Beginning at time 0, 
brain tissue or cerebral fluid is obtained from selected 
animals and analyzed for the presence of APP cleavage 

15 peptides, including A beta, for example, by immunoassay using 
specific antibodies for A beta detection. At the end of the 
test period, animals are sacrificed and brain tissue or 
cerebral fluid is analyzed for the presence of A beta and/ or 
beta-amyloid plaques. The tissue is also analyzed for 

20 necrosis. 

Animals administered the compound inhibitors of the 
invention are es^ected to demonstrate reduced A beta in brain 
tissues or cerebral fluids and reduced beta amyloid plagues 
in br.aiA.-ti§s\ie.,._.as_compared_^^ , 

25 . 

Example 6 

Inhibition of A beta production in human patients 

Patients suffering from Alzheimer's Disease (AD) 
demonstrate an increased amount of A beta in the brain. AD 
30 patients are administered an amount of the compound inhibitor 
formulated in a carrier suitable for the chosen mode of 
administration. Administration is repeated daily for the 
duration of the tiest period. Beginning on day 0, cognitive 
and memory tests are performed, for example, once per month. 
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Patients adnainistered the coinpound inhibitors are 
expected to demonstrate slowing or stabilization of disease 
progression as analyzed by changes in one or more of the 
following disease peiraineters: A beta present in CSF or 
5 plasma; brain or hippocaittpal voliome; A beta deposits in the 
brain; amyloid plaque in the brain; and scores for cognitive 
and memory fxinction, as compared with control, non- treated 
patients • 

10 Eacample H 

Prevention of A beta production in patients at risk for AD 

Patients predisposed or at risk for developing AD are 
identified either by recognition of a familial inheritance 
pattern, for example, presence of the Swedish Mutation, and/ or 

15 by monitoring diagnostic parameters. Patients identified as 
predisposed or at risk for developing AD are administered an 
amount of the compound inhibitor preferably formulated in a 
carrier suitable for the chosen mode of administration . 
AcJmini strati on is repeated daily for the duration of the test 

20 period. Beginning on day 0, cognitive and memory tests are 
performed, for example, once per month. 

Patients administered the compound inhibitors are 
expected to demonstrate slowing or stabilization of disease 
• - progression as analyzed by changes in..xme. .6"r more, of the. ... 

25 following disease parameters: A beta present in CSF or 

plasma; brain or hippocait^al volume; amyloid plaque in the 
brain; and scores for cognitive and memory function, as 
compared with control, non- treated patients. 

While this invention has been described with respect to 

30 various specific examples and embodiments, it is to be 

understood that the invention is not limited thereby and 
should only be constirued by interpretation of the scope of the 
appended claims. 
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The following compounds were prepared using the above 
described methodology. 









Mass 


Bxample 


Structure 


Cosqpoimd NaiRe(s) 


+H* 


3552 


0 0^ 

J KJ H OH H 1!^ 
1 T 


N'-[{lS,2S)-3- 
(benzylamino) -1- (3,5- 
dif luorobenzyl) -2- 
hydr oxypr opy 1 ] - 5 - 
methyl-N,N- 
dipropylisophthalamid 
e 


552.2 






N'-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 5 - 
ethynyl-N,N- 
dipropyl i sophthalamid 


590.3 


3553 




e 








N'-[(lS,2R)-l-(3,5- 

dif luorobenzyl ) - 2- 

hydroxy-3- ( {3- t (IE) - 

prop- 1 -en- 1- 

yl ] benzyl } amino) propy 

l]-5-methyl-N,N- 

dipropylisophthalamid 

A • 
C 


592.3 


3555 




N*-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (3- 
isopropylbenzyl ) amino 

'] propyl} -5 -eir3- • 

oxazol-2-yl) -N,N- 
dipropy 1 i s oph thai amid 
e 


647.2 


3556 




methyl (3-{ [ ( (2R, 3S) - 
4- (3/ 5- 

dif luorophenyl) -3- 
{[3- 

[ (dipropylamino)carbo 
nyl] -5- (1, 3-oxazol-2- 
yl ) benzoyl ] amino } -2 - 
hydroxybutyl ) amino ] me 
thyl }phenyl ) methylcar 
bamate 


692.2 
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3557 




N'-t (lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-a- ( {3~ 
[ (methylsulf onyl) amin 
^ o] benzyl) amino) propyl 
] -5^ (1, 3-oxazol-2- 

dipropylisophthalamid 
e 


698.2 


3558 


• -A . 


N'-{{1S,2R)-1^(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (3- 
isopropylbenzyl) amino 
] propyl }-N,N- 
dipropylpyridine-3 , 5- 
dicarboxamide 


MS 582 
(M+H) . 


3559 


• O b M 


- 


N'^{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opyl } -N , N- 
dipropylpyridine-3 , 5- 
dicarboxamide 1-oxide 


MS 584 
(M+H) . 


3560 




J H OH H l!^ 
1 


N'-{{lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[(3- 

ethynylbenzyl ) amino] - 
2 -hydr oxypr opyl } - 5 - 
sthvnvl— M M— 

dipropyli sophthalamid 
e 


MS 587 
(M+H) . 


3561 




F 

^^^^ OH 




N*-{(lS,2R)-l-(3,5- 
difliiorobenzyl) -2- 
hydroxy-3-[ (3- 
isopropylbenzyl ) amino 
] propyl } - 6 -methyl - 

dipropylpyridine-2 , 4-- 
di carboxamide 


MS 595 
(M+H) . 


3562 


o 


O 

^ " OH 




N'-[(lS,2R)-3-{t(2- 

tert-butylpyrimidin- 

4-yl ) methyl ] amino } -1- 

(3 , 5 -dif luorobenzyl) - 

2-hydroxypropyl] -5- 

methyl-N,N- 

dipr opyl i sophthalamid 

e 


610 
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3563 




N'-({lS,2R)^l-(3,5- 
di f luorobenzyl ) -3 - 
{ [ (2-ethylpyrimidin- 
4 -yl ) methyl ] amino } - 2 - 
hydroxypropyl ) -5- 
methyl -N,N- 
dipropylisophthalamid 
e 



583 

605 
(M+Na) 



3564 



J^^NH N 



V 



N»-((lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-{ [ (IS) -1- 
[ ( isobutylamino) carbo 
nyl]-3- 

(methylsulf onyl ) propy 
1] ainino}propyl) -5- 
methyl-N,N~ 
dipropylisophthalamid 



681.3 



3565 




N'-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-[ (3- 
hydroxy-rl- 

phenylpropyl ) amino] pr 
opy 1 1-5 -methyl -N , N- 
dipropyl i sophthalamid 
e 



596.3 



3566 




N»-[(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- (6,7,8,9- 
tetrahydro- 5H- 
benzo [ 7 ] annulen-5- 
yl amino ) propyl ] -5- 
methyi-N,N- 
dipropyl i sophthalamid 



606.3 
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3567 


— / NHu 

- 

pjClp'^" o 


N'-({lS.2S)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-{ t{lR)-6- 
methoxy-1 ,2,3,4- 
tetrahydronaphthalen- 
1-yl] amino} propyl) -5- 
methyl -N,N- 
dipr opy 1 i s oph thai ami d 
e 


Mass 
spec 
(CI) 
MH+- 
OMe- 
tetrali 
ne 

462.2 


3568 




N»-( (lS,2R).•^l-..(3,5- 
dif luorobenzyl ) -2- 
hydroxy-3-{ [ (lR)-6- 
methoxy-1 ,2,3,4- 
tetrahydronaphthalen- 
1 -yl ] amino } propyl ) - 5 - 
mecnyi -w , n- 
dipropy 1 i sophthalamid 
e 


Mass 
spec 
(CI) 
MH+- 
OMe- - : 
tetrali 
ne 

462.2 


3569 


0 


^ H 9H H O 


N'-( (lS,2R)-l-(3,5- 
dif luorobenzyl ) -2- 
hydroxy-3-{[(lS)-2- 
oxo- 1 -me thyl -2 - 
(methylamino ) ethyl ] am 
mo } propyl ) - 5 -methyl - 

dipr opyl i s oph thai ami d 
e 


547.4 


3570 


0 


F 


N'-[(lS,2R)-3-{[(lS)- 
1 -ben zy 1 - 2 - oxo - 2 - 
(methylainino) ethyl] am 
ino}-l- (3,5- 
dif luorobenzyl) -2- 
hydr oxypropy 1 ] -5- 
methyl -N,N- 
dipropylisophthalamid 
e 


' - 


3571 


F f f H ^ H. ri 

V 

F 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - 
[(3- 

e thy Ibenzyl ) amino ] - 2 - 
hydroxypropyl } -N^- 
{oxo[3- 

( trif luoromethyl ) phen 
yl ] methyl } glycinamide 
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'9 


2- {[2-{{(lS,2R)-l- 

(3 / 5-dif luorobenzyl ) - 

3- [(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } amino ) - 
2-oxoethyl] thio}-N- 
(5-methylisoxazol-3- 
vl ) acetiamide 

jr ^ / W W \m t H pi 




3572 








3573 


r |A H H 

o 0 ^k^^ , 

M 

F 


N*-{(lS,2R)-l-(3.5- 
dif luprobenzyl) -2- 
hydroxy-3--{[{lS)-l- 
[ oxo (laethylamino ) meth 
yl]-3- 

( methyl thio ) propyl ] am 
ino}propyl) -5-methyl- 
N,N- 

dipr opy 1 i sophtha 1 amid 
e 




3574 


r rl H OH H OH 
O 0 7 O-^NH 


N'-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-{[(lR)-l- 
(hydroxymethyl) -2- 
oxo-2- 

(methylamino) ethyl] am 
mo} propyl) -S-methyl- 
N,N- 

dipr opy 1 i s oph thalamid 

e ■■ • 




3575 


O °7" O-^NHg 

■ • • • """W • •• ■ 

F 


N»..-[dS,2R)-3-({(lS)- 
1 - [ amino ( oxo ) methyl ] 
3 -me thylbutyl } amino ) - 
l-{3,5- 

dif luorobenzyl) -2- 

hydroxypr opy 1 ] -5- 

methyl-N,N- 

dipr opy 1 i s oph thai amid 

e 




3576 


^ H H 0 
F 


N'-[(lS,2R)-3-[{2- 
aminO'-2-oxo-l- 
methylethyl ) amino] -1- 
(3 , 5-dif luorobenzyl) - 
z — nyoroxypropyi j — o •* 
methyl-N,N- 
dipropylisophthalamid 
e 
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3577 


F 


tert-butyl (1S,2R)-1- 
( 3 , 5-dif luorobenzyl ) - 
3"[ (3- 

ethylbenzyl ) amino] -2- 
hydroxypr opyl carbama t 
e 




3578 


OH 

asdrewn 


tert -butyl (lS,2R)-3- 
(cyclopropylamino) -1- 
( 3 , 5-dif luorobenzyl) - 
2- 

hydr oxypropy 1 c arbama t 
e 




3579 


.A, 

as drawn 


tert-butyl (lS,2R)-3- 
[ ( cyclopropylmethyl ) a 
mino] -1- (3,5- 
difluorobenzyl) -2- 
hydroxypropylcarbamat 
e 






Y^Q H H 0 


tert-butyl ((1S,2R)- 
l'-(3,5- 

dif luorobenzyl) -2- 
hydroxy-3-{ [2-oxo-2- 
(isobutylamino) -1- 
methylethyl] ainino}pro 
pyl ) carbamate 


416.1 


3580 


F 






3581 


0^ OH 

1 H : H 1 1 

■ ^ " ■ ■'o ' ■ - 


benzyl (1S,2R)-1- 
ben2yl-3- [ {3- 
ethvlbenzvl ) aitiinol — 2 — 

w WAaj^ vLJta/ WAX Aijr / CUllJbXAW J £t 

hydroxypropylcarbamat 
e 




3582 




"( 2R/3 S ) -3 -amino-4- 
( 3 , 5-dif luorophenyl ) - 

ethynylphenyl) cyclopr 
opyl] amino} but an-2-ol 
hydrocliloride 


357.2 


3583 


F 

9 r^*/ H 

H OH H ^ 


tert-butyl [(1S,2R)- 

3-{[(lS)-2- 

( benzyl amino) -2-oxo- 

1 -me thylethyl ] amino } - 

l-(3,5- 

dif luorobenzyl) -2- 
hydroxypropyl] carbama 
te 


478,1 
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A H n 

OH H 4 


N-*- [ (2R, 3S) -B-amino- 
4-(3,5- 

dif luorophenyl ) -2- 
hydroxybutyl] -N^- 
benzyl-L-alaninamide 
bis (trifluoroacetate) 
(salt) 






CF3C00H 






3584 


CF3C00H 








F 


tert-butyl ( ( IS, 2R) - 
1- (3,5- 

dif luorobenzyl) -2- 
hydro3C7-3-{[l-(2- 
isobutyl-1 , B-thiazol- 
5- 


496.2 


3585 


"H 6h H L>-\ 


yl ) cyclopropyl ] amino } 
propyl ) carbamate 






A' 

&HH 
CF3COOH 


(2R,3S) -3"ainino-4- 

(3/5 -di f luorophenyl ) - 

l-{ [1- {2-isobutyl- 

1, 3-thiazol-5- 

y 1 ) eye 1 opr opy 1 ] amino } 

butan-2-ol 

bis (trifluoroacetate) 
(salt) 




3586 


CF3COOH 








F 

0 ^p 

^^^r^^^^m. t^^^ ^^^^ t^^^ 0 • 

0 N N^T-H, 
H OH H kJ* 


tert-butyl ({1S,2R)- 
l-{3,5- 

dif luorobenzyl) -2- 
nyaroxy— o — t L-L^ ( j~ 
isobutylisoxazol-5- 
yl ) cyclopropyl ] amino } 
propyl ) carbamate 


480.2 

.... 


3587 










F 

HgN^Sr^N^rQ^ . 
OH H IL^N 


(2R,3S)-3-amino-4- 
( 3 , 5 -di f luorophenyl ) - • 
l-{[l-(3- 

isobutylisoxazol-S- 
yl ) cyclopropyl ] amino} 
butan-2-ol 

bis (trifluoroacetate) 
(salt) 






CF3COOH 






3588 


CF3COOH 
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3589 



H OH H 

^ O 




N 




tert-butyl ({1S,2R}- 
l-(3,5- 

dif luorobenzyl ) -3 - 
{ [ (2-ethylpyriinidin- 
4 -yl ) me thy 1 ] amino } -2 - 
hydro3QT>i^opyl > carbaina 
te 



437.3 



QH H 




N 



N 



3590 




CF3COOH 
CF3COOH 



(2R, 3S) -3-aniino-4- 
( 3 , 5-di f luorophenyl ) - 
l-{[(2- 

eth.ylpyrimidin-4- 

yl ) methyl] amino} but an 

-2-0I 

bis (trifluoroacetate) 
(salt) 




HNdoc 



3591 



tert-butyl { (IS, 2R) - 
l-{3.5- 

di f luorobenzyl ) - 2 - 
hydroxy-3-[ (7- 
methoxy-1 ,2,3,4- 
tetrahydronaphthalen- 
1- 

yl ) amino ] propyl } carba 
mate 



477.5 



3592 




tert-butyl [(1S,2R)- 
l-(3,5- 

dif luorobenzyl) -2- 
hydroxy-3 - ( 6 , 7 , 8 , 9- 
te trahydro- 5H- 
benzo [ 7 ] annul en- 5 - 
yl amino) propyl ] carbam 
ate 



461.2 





3593 



tert-butyl { (IS , 2R) - 
l-(3,5- 

dif luorob^zyl) -2- 
hydr.oxy-3i- [ C3- . . . 
hydro3cy-l- 

phenylpropyl ) amino ] pr 
opyl } carbamate 



451.2 




-nhQ h 

^ ! ! NH 



3594 




tert-butyl ((1S,2R)- 
l-(3,5- 

difluorobehzyl) -2- 
hydroxy-3-{ [ (IS)-l- 
[ 0x0 ( i sobutylamino ) me 
thyl]-3- 

(methyl thio ) propyl ] am 
ino } propyl ) carbamate 



504.3 



-866- 
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3595 




tert-butyl ((1S,2R)- 
l-(3,5- 

dif luorobenzyl) -2- 
hydro:}Q^-3-{ [ (IS)-l- 
[ ( isobutylamino) carbo 
nyl]-3- 

(methylsulf onyl) propy 
1 ] amino } propyl ) carbarn 
ate 



536.2 



3596 



V F. 




XT' 



^^^^^ 

^ NHboc 



tert-butyl {(1S,2R)- 
l-(3.5- 

dif luorobenzyl) -3- 
[ (2, 2-dioxido-3, 4- 
dihydro-1, 2- 
ben2oxathiin-4- 
yl) amino] -2- 
hydroxypr opyl } carbama 
te 



499.1 



3597 




Nhboc 



tert-butyl {(1S,2R)- 
l-{3,5- 

di f luorobenzyl ) - 3 - 
[ (2,2-dioxido-3,4- 
<aihydro-lH-2,l- 
ben2othia2in-4- 

yl) amino] -2- 

hydr oxypropyl } carbama 

te 



498.1 



3598 




tert-butyl ((1S,2R)- 
l-{3,5- 

di f luorobenzyl ) -3 - 
{[l-(3- 

ethylphenyl) cycloprop 
yl]amino}-2- 
hydroxypropyl ) carbama 
te 



461.3 



3599 




t-ert-butyl -( { IS, 2R) - - 
l-(3,5- 

di f luorobenzyl ) -3 - 
{[l-(3- 

ethynylphenyl ) cyclopr 
opyl ] amino } -2 - 
hydroxypropyl ) carbama 
te 



457.2 



3600 




H OH H 



tert-butyl ((1S,2R)- 
l-(3,5- 

dif luorobenzyl) -2- 
hydro3^-3-{ [l-{3- 
methylphenyl ) cyclopro 
pyl ] amino }propyl ) carb 
amate 



447.2 



-867- 
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3601 



0 

H OH H 



tert-butyl ((1S,2R)- 
l-{3,5- 

difluorobenzyl) -2- 
hydroxy-3-{[l-{3- 
iodophenyl ) cyclopropy 
1 ] amino } propyl ) cairbam 
ate 



558.4 



3602 



H OH H V 



tert-butyl [{1S,2R)- 
3-{[3- 

(cyclopropylamino ) ben 
zyl]cimino}-l- (3,5- 
dif luorobenzyl ) -2- 
hydroxypropyl] carbama 
te 



462.2 




3603 



BocHN' V 

OH H 




OMe 



methyl 3- ( { [ (2R, 3S)- 
3-[ (tert- 

butoxycarbonyl) amino] 
-4-(3,5- 

dif luorophenyl ) -2- 
hydroxybutyl] amino}me 
thyl)ben2oate 



465.1 



3604 



A 

BocHN'^^N" 
OH H 




H 



methyl [3- ( { [ (2R, 3S) - 
3-[ (tert- 

butoxycarbonyl ) amino] 
-4-(3,5- 

dif luorophenyl) -2- . 
hyciroxybutyl ] amino }me 
thyl ) phenyl ] carbamate 



480.1 



A ■ 



3605 



methyl [3- ({ [ (2R, 3S)- 

3-[ (tert- 

butoxycarbonyl ) amino] 
-4-(3,5- 

di f luorophenyl ) - 2 - 
hydroxybutyl ] amino }me 
thyl ) phenyl ] me thyl car 
bamate 



494.1 



BocHN 




3606 



tert-butyl t(lS,2R)- 

l-(3.,.5- . - 

di f luorobenzyl )- 3 - 
({3- 

[ (dimethylamino) sulfo 
nyi ] benzyl } amino) -2 - 
hydroxypropyl] carbama 
te 



514.1 



BocHN 



3607 




H 



tert-butyl [{1S,2R)- 
l-(3,5- 

dif luorobenzyl) -2- 

hydroxy-3-{{3- 

t (methylsulf onyl) amin 

o ] benzyl } amino ) propyl 

] carbamate 



500.1 



-868- 
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3608 



A 



tert-butyl [{1S,2R)- 
3-[(3- 

cyanobenzyl) amino] -1- 
(3 , 5-clif luorobenzyl) - 
2- 

hydroj^ypropyl] carbama 
te 



432.1 



3609 



BocHN 




3-({[ (2R,3S)-3- 
[ (tert- 

butoxycarbonyl ) amino] 
-4-(3,5- 

dif luorophenyl) -2- 
hydroxybutyl ] amino }me 
thyl ) phenyl 
dimetliylcarbamate 



494.1 



3610 





H OH 4oo 



tert-butyl [(2R,3S)- 
4-{3,5- 

dif luorophenyl ) -3 - 
({3- 

[ ( dipropyl amino )carbo 
nyl]-5- 

methylbenzoyl} amino) - 
2-hydro3^butyl] [3- 
(ethylthio) benzyl] car 
bamate 



612.3 



3611 



OH 



H 



BocHN ^^,,A,_,N, 





tert-butyl { (IS, 2R) - 
l-(3,5- 

dif luorobenzyl ) -3- 
[ (IR) -2 , 3-dihydro-lH- 
inden-l-ylamino] -2- 
hydroxypropy 1 } carbama 
te 



433.2 



3612 



BocHN 




tert-butyl {{1S,2R)- 
l-(3,5- 

dif luorobenzyl) -3- 
[ (IS) -2,3-dihydro-lH- 
inden-l-yleimino] -2- 
hydrqxypr opy 1 } carbama 

te 



433.2 



3613 



H OH 

BocHN 




tert-butyl ((1S,2R)- 
l-(3,5- 

dif luorobenzyl) -2- 
hydroxy-3-{[ (lS,2R)- 
2-hydroxy-2,3- 
dihydr o- IH- inden- 1 - 
yl ] amino } propyl ) carba 
mate 



449.2 



-869- 
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3614 




tert-butyl ((1S,2R)- 

1- (3,5- 

dif luorobenzyl) -2- 
hydroxy-3-{ [ (1R,2S)- 

2- hydro3{y-2,3- 
dihydr o - IH- inden- 1 - 
yl ] amino } propyl ) carba 
mate 



449.4 



3615 



BocHN 




tert-butyl ((1S,2R)- 
l-(3,5- 

dif luorobenzyl) -2- 

hydro3c/-3-{ C (3S)-2- 

oxoazepan-3- 

yl ] amino } propyl ) carba 

mate 



428.2 



3616 



OH H O. 
BocHN^ ^ ^N. L „ 




V^NH 



tert-butyl ((1S,2R)- 
l-(3,5- 

dif luorobenzyl) -2- 

hydro3cy--3-{ [ (3R)-2- 

oxoazepan-3- 

y 1 ] ainino } propyl ) carba 

mate 



428.2 



3617 



BocHN 





tert-butyl [(1S,2R)- 
l-(3,5- 

dif luorobenzyl) -3- 
({ t(5S)-'3-ethyl-2- 
oxo-l, 3-oxazolidin-5- 
yl ] methyl } amino ) -2 - 
hydr o^^propy 1 ] carbama 
te 



444.2 



3618 



BocHNs 



QH H rV 




tert-butyl [{1S,2R)- 

l-(3,5- 

dif luorobenzyl) -3- 
({[(5R)-3-ethyl-2- 
oxo-1, 3-oxazolidin-5- 

yl ] methyl } amino ) -2 

hydroxypr opyl ] carbama 
te 



444.2 



3619 



QH H 
BocHN^ >^ 



F 




tert-butyl ((1S,2R)- 
l-(3,5- 

dif luorobenzyl) -3- 
{ [ 1- ( 3 -ethylphenyl ) - 
1 -methyiethyl ] amino } - 
2- 

hydroxypropyl ) carbama 
te 



475.2 



-870- 



wo 03/040096 
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3620 



BocHN 





tert-butyl {(1S.2R)- 
l-(3,5- 

dif luorobenzyl) -2- 
hydroxy-3-[ (2- 
naphthylInethyl) amino] 
propyl } carbamate 



463.3 



BocHN, 



OH jj O 



3621 




tert-butyl ((1S,2R)- 
l-(3,5- 

dif luorobenzyl) -2- 
hydroxy-3-{ [2-oxo-2- 

(isobutylaitiino) -1, 1- 
dimethylethyl ] amino }p 
ropyl) carbamate 



458.2 



BocHN 



3622 




tert-butyl [(1S,2R)- 
3- 1 (benzyloxy) amino] - 
l-(3,5- 

di f luorobenziyl ) -2 - 
hydr oxypr opyl ] carbama 
te 



423.1 




HO CF, 



3623 



tert-butyl 4- 
[({{lS,2R)-l-(3,5- 
dif luorobenzyl ) -S'- 
tO- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } amino ) c 
arbonyl] piperidine-1- 
carboxylate 
trif luoroacetate 



3624 




N-{{1S,2R) -l-(3,5- 
dif luorobenzyl ) -3 - 
[(3- 

ethylbenzyl) amino] -2- 
liydr oxypr opyl } -4-- 
f luoro - 1 -napli tliami de 



3625 




N-[ (lS,2R)-l-benzyl- 
3- (2-butyryl-l- 
ethylliydrazino) -2- 
hydr oxypr opyl ] -2 - ( 3 - 
metliylisoxazol-5- 
yl ) acetamide 



-871- 
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s s A 


N'-{ (1S,2R) -l-{3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2 - 
hydr oxypr opy 1 } -N- 
hexyl-N, 5- 

dimethyl i sophthalamid 
e 




3626 


" OH n - \^ 




3627 




N'-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (3- 
methoxybenzoyl ) amino] 
propyl } - 5 -methyl -N, N- 
dipropylisophthalamid 
e 




3628 


F 

single enantiomer 


N-{(lS,2R).-l-(3,5- 
di f luorobenzyl ) -3 - 
[(3- 

ethvlbenzvl \ ami Tinl -9- 
hydr oxypr opy 1 } - 1 - 
methyl-lH-imidazole- 
2 -carboxamide 




3629 


y 

F 

single diastereomer 


N^-{(lS,2R)-l--(3,5- 
dif luorobenzyl) -3- 
[{3- 

ethylbenzyl ) amino] -2- 
hvdr oxvDr oDvl 1-3 3 - 
dimethyl-N^,N^- 
dipr opy 1 eye 1 opr op ane - 
1 , 2-dicarboxamide 




3630 


V . ... 

F 

' -singta enantiomer 


tert-butyl 2- 
[{{(lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } amino ) c 
arbonyl] -1-methyl-lH- 
imidazol-4-' 
ylearbamate 




3631 


F 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3~ 

ethylbenzyl) amino] -2- 
hydr oxypropyl } -2 , 2 - 
dimethyl -N^, N^- 

dipropylpentanediamid 
e 




-872- 
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3632 



Ha 



0 



Cl€"OH Cf?'t)H 



N-{(lS,2R)^l-benzyl- 
2-hydroxy-3- [ (2- 
inorpholin-4- 
yl ethyl ) amino] propyl } 
-2-^ ( 4-chlorophenoxy) - 
2 -me thylpropanamide 
confound with methyl 
hydroperoxide (1:2) 



3633 




N-[(1S,2R)"3- 
(benzylamino) -1- (3/5- 
dif luorobenzyl) -2- 
hydr oxypr opy 1 ] - 4 - 
f luoro- 1 -naphthamide 



3634 



CH3 \^CH3 



H 




3- 

[ (dipropylamino) sulf o 
nyl] -N-[ (lS,2R)-2- 
hydroxy-3- 
(isopentylamino) -1- 
(4- 

isopropylbenzyl ) propy 
1 ] pr opanami de 



QH3 CH3 



3635 




^^^^ 0 CH3 



HN 



CH3 CH3 



3- . 

I (dipropylamino) sulf o 
nyl]-N-[ (lS,2R)-2- 
hydroxy-3- 
( isopentylamino) -1- 

methoxybenzyl ) propyl ] 
propanamide 



N^-[(lS,2R)-l-(3,5- 
dichlorobenzyl) -2- 
hydroxy-3- 

( isopentylamino ) propy 

l]-N^N^- 

dipropylpentanediamid 
e 



3636 
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3637 


9 


) 


N^-[ (lS,2R)-3- 
( benzy lamino ) - 2 - 
hydroxy-1- (4- 
methoxybenzyl ) propyl] 
- 5 -me thyl - 
dipr opyl isophthalamid 
e 




3638 ■ 


HN 

CH/ 0 - 


N^-[ (lS,2R)-3- 
(benzylaIaino) -2- 
hydroxy-l- (4- 
methoxybenzyl ) propyl ] 

dipropylbenzene- 

1 / 3 , 5- tricarboxamide 




3639 


CH3 

4 - 

HN PH 
HN 

W CH3 
( S >-NH2 
CH3 CH3O 


N^-{ (lS,2R)-2- 

hydroxy-1- (4- 

i s opr opy Ibenzy 1 ) - 3 - 

[{3- 

methoxybenzyl ) amino] p 
ropyl}-N^N^- 
dipropylbenzene- 
1,3, 5- tricarboxamide 




3640 


CH 

"k, 0 CHa 


3- 

t (dipropy lamino) sulf 0 
nyl]-N-((lS)-l-{(lR)- 
l-hydroxy-2- [ (3- 
metlioxybenzyl ) amino] e 
thyl}but-3- 
ynyl ) propanamide 





-874- 
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w 
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0 o 
Hj^^ ^ CHj^ CHa 


N^-[{lS,2R)^l-(2- 
f urylmethyl ) -2 - 
hydroxy-3- 

( isopentylamino ) propy 
l]-N^N5- 

dipropylpentanediamid 
e 




3641 


CH3 CH3 








CH3 

• NH 
Q L^OH 

KJ " 


N^-[ (lS,2R)-l-(2- 
f urylmethyl ) -2 - 
hydroxy- 3- 

( isopentylamino) propy 
1 ] - 5 -methyl -N^ , N^- 
dipropylisophthalamid 
e 




3642 


CH3 ^\^CH3 








CH3 

HN^ 


N^-[ (lS,2R)"2- 
hydroxy-3- [ (3- 
methoxybenzyl) amino] - 
1-(1- 

naphthylmethyl ) propyl 
] -5-methyl-N^N^- 
dipr opyl isophthalamid 
e 


- 


3643 


CH3 ^v,^CH3 






3644 


CH3 

b 

HN OHCHa 

HN 

< )^NH2 

CH3 CHgO^ 


N^-((1S)-1-{(1R)-1> 
hydroxy-2-[ (3- 
me thoxybenzy 1 ) amino ) e 
thyl } -3 -methylbutyl ) - 
N"^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide 


• 



-875- 
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CH3 

C<.r^HOH A 

)..,/ 
HN 


N^-[{lS,2R)-l-(2- 
f urylmethyl ) -2- 
hyc3roxy-3 - 

dipropylbenz ene- 
1,3, 5-tricarboxaiiiide . 




3645 


< s y*^ 

CH3 CHjO 






3646 


CHs 
HN 

y — N — K 
< \-, y-NH2 
CH3 CH3 0 


N^-[{1S,2R) -2- 
hydroxy-3-[ (3- 
me thoxybenzy 1 ) conino ] - 

naphthylmethyl ) propyl 

dipropylbenz ene- 
1,3, 5- tricarboxaitiide 






0\ 0 CH3 

HCI L " 0 1 


N- { ( IS , 2R ) - 1 -benzyl- 
2-hydroxy-3- [ (3- 
me thoxybenzy 1 ) amino] p 
ropyl}-3-{ [ (2- 
methoxyethyl) (propyl) 
amino] sulf onyl }propan 
amide hydrochloride 




3647 










0 0 JO 

p^JL^-^s^A^X . \OH 

CHg^ J 0 J H J 
A HN 


N~ { ( IS , 2R) -I-benzyl- 
2-hydroxy-3- [ (3- 
me thoxybenzy 1 ) amino] p 
ropyl}-3- (4,5- 
dimethyl-2-furoyl) -5- 
methylbenzamide 





3648 


T 
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3649 


0 Xf 
^ h H 


3- 

[ (dipropylamino) sulfo 
nyl]-N-[ (lS,2R)-2- 
hydroxy-3- 
{isopentylaIaino) -1- 
(4- 

me thylbenzyl ) propyl ] p 
ropanamide 






NH k^CHa 

V 


1 3- 

[ (dipropylamino) sulfo 
nyl]-N-{ (lS,2R)-l-(3- 
f luoro-5- 
hydroxybenzyl ) -2- 
hvdroxv-3- F (3- 
methoxybenzyl ) amino ] p 
ropyl }propanamide 




3650 






3651 


HN— V 

V-OH F 

^s%^N HN— f /=( 


N-{ {lS.2R)-l-(3,5- 
dif luorobenzyl) - 2- 
hydroxy-3-[ (3- 
iodoberizyl) amino] prop 
yl}-l,3- 
benzothiazole-2- 
carboxamide 






F 

1^^. CH3 

F^^"^^ 0 i<**Sl 

kj^l^*^ CH3 CH3 

1 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (3- 
i odobenzy 1 ) amino ] prop 
vD-s- (2,5- 
dime thy Iphenoxy) -2,2- 
dimethylpentanamide 




3652 


- ^- ■ 

1 






3653 


A. 0 


N- t (IS, 2R) -3-amino-l- 
(3 , 5-dif luorobenzyl) - 
2-hydroxypropyl] -3- 
( isopentylsulf onyl ) pr 
opanamide 
tri f luoroacetate 






F 

I J H J L 1 

nlN r 


N-{(lS.2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3- [ (3- 
methoxybenzyl ) amino] p 
ropyl } - 2 -hydroxy- 5 - 
methylbenzamide 


471.4 


3654 
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3655 




4-amino-N-{ {1S,2R)-1- 
(3 , 5^dif luorobenzyl) - 
3-1(3- 

ethylbenzyl ) amino ] -2 - 
hydro3cypropyl } butanam 
ide 

bis (trif luoroacetate) 




3656 


F 

0 f^^^F 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[{3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -3 - 
[ (pyridin-4- 
ylmethyl ) thio] benzami 
de 




3657 


F 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

e thy Ibenzyl) amino] -2- 
hydroxypropyl } -2 , 1 , 3- 
benzoxadiazol 5 - 
carboxamide 








N-{ (1S,2R) -l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
nyaroxypropyx } -4- 
methyl-1,2, 3- 
thiadiazole-5- 
carboxamide 






Vs 

V 






3658 ' 






- 


3659 


CHo 

Jl HN ^<sv ^F 
F 


N-{(lS,2R)-l-(3.5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 5 - 
[ (pyridin-2- 
y 1 thi o ) methyl ] - 2 - 
fur amide 
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3650 


Q 0H3 

CHo "^^JX^O 

F 


N-{{1S,2R)-1^{3,5- 
dif luorobenzyl ) -3- 
[(3- 

e thy Ibenzyl) amino] -2- 
hydr oxypr opy 1 } - 1 - 
phenyl - 5 -propyl - IH- 
pyxazoxe— 4- 
carboxamide 




3661 


H >-0H F 

^^v^^N HN— f /=( 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethy Ibenzyl ) amino] -2- 
hydr oxypr opy 1 } - 5- 
( trif luoromethoxy) - 
lH-indole-2- 
carboxamide 




3662 


0 A 

HN^ 


N-{ {1S,2R)-1"(3,5- 
dif luorobenzyl) -3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 4 ^ { 5 - 
methyl-lH-tetraazol- 
1-yl ) benzamide 




3663 


CHa 


N-{ (1S,2R)-1- (3,5- 
dif luorobenzyl) -3 - 

e thy Ibenzyl) amino] -2- 
hydr oxypr opy 1 } -2 , 8 - 
dimethyl<iuinoline-3 - 
carboxamide 






HO^^^A^CHa 


2- (3-chlorophenoxy) - 
N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl )propana 
mide 






y T 






3664 


^CHa 
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3665 


F 


2 -chloro-N- { { IS , 2R) - 
l-(3.5- 

difluorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -4 - ( IH- 
tetraazol-1- 
yDbenzamide 






CHo 

<\ 

HN. 

/CH3 H ^ 


N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) ^3- 
[(3- 

ethylbenzyl ) amino] -2- 
liydroxypr opyl } -2 - [ 5 - 
(2-methylphenyl) -2H- 
tetraazol-2- 

yx J aCgt>qlllxU.t5 






V 






3666 


F 








iMn 


3- (1, 3-benzoxazol-2- 
yltliio) -N- { (IS , 2R) -1- 
{3,5 -di f luor obenzy 1 ) - 

3-[(3- 

etliylbenzyl ) amino] -2- 
hydr ojQTpr opy 1 } pr opana 
mide 






V 






3667 


^CH3 








XjX. 


N-{(lS,2R)-l-(3,5-. 
dif luorobenzyl) -3- 
-tt3" 

ethylbenzyl) amino] -2- 
liydroxypr opyl } -2 - 
hydroxy- 6- 

methylquinoline-^4- • ■ 
carboxamide 






.A: ^ 




3668 








3669 


CHav 

HN— \ 

/=N HN— ( /=< 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } - 3 - 
pr opylpyrazine-2 - 
carboxamide 4 -oxide 
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3670 


CHs 

\ OH 


N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3- 
[(3- 
ethylben2yl ) amino] -2- 
hydroxypropyl } -1- 
benzothiophene-3 - 
carboxamlde 




3671 


W ) . 

\ OH 

F 


N-{ (1S,2R)-1^{3,5- 
di f luorobenzyl ) -3 - 
[(3- . 

ethylbenzyl) amino] -2- 
hydroxypropyl } -l- 
methyl-lH-indole-3- 
carboxamide 




3672 


CH3\ 

HN^ 

V-OH F 

^''''ss^^N HN — : /=< 

CHa F 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
t(3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -6- 
methoxy-l, 3- 
benzothiazole-2- 
carboxamide 




3673 


F 


N-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3- 

-R3- • • 

ethylbenzyl ) amino ] -2 - 
hydroxypropyl } -2- [ ( 6- 
methoxy-lH- 
benzimidazol-2- 
yl ) thio] acetamide 
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3674 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -4- 
pheny 1 thi ophene - 2 - 
carboxamide 



3675 



CH3\ 

VOH F 

^ HN— C /=< 

CHa 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[{3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 5 - 
methoxythi ophene-2 - 
carboxaxrdde 



3676 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
liydroxypropyl} -2 , 3 • - 
bi thi ophene - 5 - 
carboxamide 



3677 




_ O f^O 



N-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- . 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opyl } - 4 - 
morpholin-4-yl-4- 
oxobutanamide 




3678 




N-{ (lS;2R)-l--(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opyl } -IH- 
indole-3-carboxamide 
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F 

CH3 0 /""^^'^F 

" -XT 


4- (acetylamino) -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
t(3- 

ethylbenzyl) aitdno] -2- 
hydroxypropyl } -2 , 6- 
dimethylbenzamide 




3679 








CHo 

HN OyJL/ 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydro3cypropyl } -2 - 
fur amide 












3680 


F 






3681 


.F 

CH3 ^ ^0 . CH3 


N-{(lS,2R)-l-{3,5- 
dif luorobenzyl } -3- 

[{3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -4- 
nycuroxy-3 , 5- 
dimethoxybenzamide 




3682 


F 

. 0 A 

t-Hj^^ HN^ 


4-acetyl-N-{ (lS,2R)- 
l-(3,5- 
dif luorobenzyl) -3" 
[(3- 

fitJaylbQn^llsminoi-?" . 
hydroxypropyl ) benzami 
de 
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3683 





N-{ (lS,2R)-l-(3,5- 
di f luor obenzy 1 ) - 3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl ) ni co tin 
axaide 



3684 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 

[ (3.- . - 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 2 - 
hydr oxyquinol ine -4 - 
carboxamide 



3685 




N-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydr o^Q^r ppyl } - 6 - 
hydr oxyni CO t inamide 




=^ HN- 



OH F 



3686 



N-{(lS,2R)-l-(3,5- 
di f luorobenzyl) -3- '* 
[(3- 

ethylbenzyl) amino] - 2- 
hydroxypropyl } -1- 
benzothiophene-2 - 
carboxamide 



3687 




7-chloro-N-{ (1S,2R)- 
l-(3,5- 

di f luorobenzyl ) - 3 - 
[{3- 

ethylbenzyl) amino] -2- 
hydr oxypr opyl } -4- 
hydroxyquinoline-3 - 
carboxamide 



-884- 



wo 03/040096 



PCTAJS02/36072 



3688 


CH3 

\ OH 

F 


N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- 
[(3- 
ethylbenzyl) amino] -2- 
hycaroxypropyl } - 3- 
methylisoxazole-5- 
carboxaIaide 






A, ■ 

NH 


N-{ (1S,2R)-1"(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
laydr oxypr opy 1 } - 5 - 
methylisoxazole-3 - 
carboxamide 




3689 


XH3 








.A 


N-{(lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[{3- 

ethylbenzyl) amino] -2- 
nyoxoxypiropyx / -^— 
( 3 , 5-dimetliyl-lH- 
pyrazol-1- 
yl ) benzamide 






CH3 p II 






3690 


CH3 






3691 


CH3\ 

H >-0H / 

^^^^H HN — ( /==( 

,XXH "M 

CH3 ^ 


N-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
liydroxypropyl } -5- 

carboxamide 
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N-{ (1S,2R) -l-(3.5- 
dif luorobenzyl) -3- 
[(3- 

e uiiy XijeiiZyX ; aIIlJ.no J — Z — 

hydroxypropyl } - 2 , 5- 
dimethyl - 3 - fxir amide 




3692 










N*^N H 

r\ X L B 
^ r^OHV 

^NH F 


N-'{ (lSV2R) -l-(3,5- 
di f luorobenzyl ) -3 - 
[{3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } - 6 - 
hydroxy— 2 — 

{ me t hy 1 thi o ) pyr imi din 
e- 4 r carboxami de 


.... 


3693 


A 










N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[-(3- ' 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -2 - 
methyl"l , 3 -oxazole-4" 
carboxamide 




3694 


HN^ 






• • 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
t(3- 

ethylbenzyl) amino] -2- 

-hyda?oxypropy 1 .>.-3 

methyl -lH-pyrazole-5- 
carbpxamide 




3695 


N ^^'^ " 
F 
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N-{ (lS,2R)-l-(3,5« 
dif luorobenzyl ) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } thiophe 
ne - 3 - carboxami de 



6-chloro-N-{ (1S,2R)- 
l-(3,5- 

dif luorobenzyl) -3- 
[{3- 

ethylbenzyl ) amino] -2- 
liydroxypropyl } -IH- 
indole-2 -carboxamide 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - 
[(3- 

etlxylbenzyl) amino] -2- 
liydroxypropyl } -IH- 
indo 1 e - 5 - carboxamide 



N-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

etliylbenzyl-)-amin:o-]— 2- 
hydroxypropyl } -4- 
methyl-1, 3-oxazole-5- 
carboxamide 



N-{ (lS,2R)-l-(3/5- 
di f luorobenzyl ) - 3 - 
[(3- 

etliylbenzyl) amino] -2- 
hydroxypropyl } -4- 
methoxybenzamide 



-887- 



wo 03/040096 



PCT/US02/36072 



3701 




4- (acetylamino) -N- 
{(lS,2R)-l-{3,5- 
di f luorobenzyl ) - 3 - 
t(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } benzami 
de 



3702 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- • 

ethylbenzyl) amino] -2- 
hydroxypropyl } '-4- 
piperidin-l- 
ylbenzamide 



3703 




N-{{lS,2R)-l-(3,5- 
di f luorobenzyl ) « 3 - 

t(3-- 

ethylbenzyl) amino] -2- 
hydroxypropyl } - 2 - 
me thylpyr imidine- 5 - 
carboxamide 



3704 




N-{{lS,2R)-l-(3,5- 
dif luorobenzyl ) -3 - 
[(3- 

ethylbenzyl) amino] -2'-" 
hydroxypropyl } quinoli 
ne-4"Carboxamide 
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)==/ >— NH 
F HO^ 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
xayai oxypropyi / — - 
phenylimidazo [1/2- 
a ] pyridine- 7- 
carboxainide 




3705 








3706 


HN— \ 

HO F 


N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[{3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyi } - 6- 
hydroxy-4- . • 
me thy Ipyr i dine- 2 - 
carboxamide 




3707 


F-Y-^s^^Z/.^NH 

\^HO^^-J>J... ... . 

F ■ 


N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[{3- 

ethylbenzyl ) amino ] -2- 
hydr oxypropyi } -N^ , N^- 
diphenylsuccinamide 




3708 


/— NH )"|/ 
r—C) HN 
CH3 ^ 

/ > 

CH3 CH3 


N-£{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[{3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyi } -2 - 
[ethyl (methyl ) amino] - 
4 -hydr oxypyrimidine- 
5-carboxamide 


.... • ■ 




F'^^^^ 0 OH 


N-{ (lS.2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) ammo] -2- 
hydr oxypropyi } - 4 , 8- 
dihydr oxyguino 1 ine- 2 - 
carboxamide 












3709 


V 
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3710 




N«{{lS,2R)-l-(3,5- 
difluorobenzyl) -3- 
t(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -1- 
benzof uran-2 - 
carboxamide 



3711 




N-{(1S,2R) -l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -l- 
ethyl-lH-indole-2- 
carboxamide 



3712 




2- (acetylamino) -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

etliylbenzyl) amino] -2- 
hydroxypropyl } -4 , 5 - 
dimethyl thiophene-3 - 
carboxamide 



3713 




HQ 



^NH HO^N' 




N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
t(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -3 - 
hydr oxyquinoxal ine- 2 - 
jcarboxamide 




3714 




N-{(lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -IH- 
indazole-3- 
carboxamide 
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3715 


CH3 Q 

F 


N-{ (lS,2R)-l-(3,5- 
di f luor obenzyl ) - 3 - 
[{3- 

hydroxypropyl } - 5- 
inethyl-2-phenyl-l , 3 - 
oxazole-4-carboxamide 






A. 0 ■ 

k H L 1 1 


4-chloro-N-{ {1S,2R)- 
l-{3,5- 

dif luor obenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -6- 
methylguinoline-2- 

CLX AJIJ JtCiiilX 


- 


3716 


I 








CH* PH3 

i — ( 0 
Hd ) 


N^-{(lS,2R)-l-(3,5- 
di f luor obenzyl ) - 3 - 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^ , N^- 
dime tliy Iplitlial amide 




3717 


F 






3718 


HN-x 

)-0H F 

^ HN— C /=( 

CH"-Q 

F 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } thioplie 
-ne^ -carboxamide 






■A 0 


N-{ (lS,2R)-l-(3,5-' 
di f luor obenzyl ) - 3 - 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -3- 
fur amide 




3719 


V 

XH3 
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3720 



3721 





N-{(1S,2R)-1.(3,5- 
dif luorobenzyl ) -3- 
[(3- 

ethylbenzyl ) amino] ■ 
hydroxypropyl } -2 - 
methyl-3 -f uramide 



■2- 



N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl ) -3- 
t(3- 

ethylbenzyl) amino] -2- 
liydroxypropyl } -3 - 
liydroxy-6- 
neopentylpyrrdine-2- 
carboxamide 



3722 




N-{(1S,2R) -l-(3,5- 
di f luorobenzyl )- 3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } -1 , 3 - 
thiazole-4- 
carboxamide 



3723 




N-{ (1S,2R) -1^(3,5- 
dif luorobenzyl) -3- - 
t(3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } -4-^ 
hydroxy- 7 -me thoxy- 1 - 
benzothiophene-5- . 
carTSbxamide 



3724 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[{3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } -4- 
hydr oxy- 7 -me thoxy- 1 - 
benzp f \ir an- 5 - 
carboxamide 
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3725 


F 


N-{(lS,2R)-l-(3,5- 
di f luorobenzyl ) ^ 3 - 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -2- 
phenyl-1, 3-oxazole-4- 
carboxamide 






F 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -3 , 4- 
dihydroxybenzamide 




3726 


OH 








^ H 


N^-{ {lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 

X t 'X 

L ( 

ethylbenzyl ) amino] -2- 
liydroxypropyl } -N^- 
phenyl SUGG inamide 






^NH F 

CHs 






3727 








CXnh h 


N'-{ (lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -N*- 
pyxiam— J — 
ylsuGcinamide 




3728 


CH3 
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3729 





N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
t{3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } -N*- 
(2,6- 

dime thy Iphenyl) succin 
amide 



3730 




.CH3 



N"-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[{3-. 

ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- 
methylsuccinamide 




CH3 



3731 




N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } - 3 - ( 4 - 
methoxyphenoxy ) propan 
amide 



3732 




CH3 



N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- . 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } - 4- 
hydroxy- 7- 
methoxyquinoline-3- 
carboxamide 



3733 




N-{{lS,2R)-.l-(3,5- 
di f luorobenzyl ) - 3 - 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -4- 
[methyl (methylsulf ony 
1 ) amino ] benzamide 
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F 


N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } - 3- 
(pyrrolidin-3 - 
ylsulfonyl ) benzamide 


572.2 


3734 








3735 


F 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - 
[(3- 

ethylbenzyl)amino]-2- 
hydr oxypropyl } - 3 - 
methyl-5- ( 4 -methyl - 
1,2, 3-thiadiazol-5- 
yl) isoxazole-4- 
carlDOxamide 




3736 


CH3 1^ 

F 


N-{ (lS,2R)-l-{3,5- 
di f luorobenzyl )- 3 - 
[(3- 

e thylbenzyl ) amino ] -2 - 
hydr oxypropyl } -5- 
methyl-2 -phenyl-2H- 
1,2, 3-triazole-4- 
carboxamide 




3737 


F.N.^.'**s^//,/NH CH3 

CH3 


N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl ) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } - 2 - ( 4- 
methyl-1,2,3- 
thiadiazol-5-yl ) -1 , 3 - 
thiazole-4- 
carboxamide 




3738 


NH )==^ 
,1../ HN— / 

F-^HO 


N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -2- 
phenylimidazo [1,2- 
a]pyridine-6- 
carboxamide 
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• F 

~ II 1 
NH 


N^-{(1S,2R)-.1~(3,5- 
dif luorobenzyl ) -3- 
t(3- 
ethylbenzyl) amino] -2- 

(l,3-thia20l-2- 
yl ) pentanedi amide 












3739 


^CHa 






- - 


N=N liyJ 


N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -2 - [ ( 4- 
methyl-1,2,3- 
thiadiazol-S- 
yl) tliio] acetamide 




3740 


F ■• 






3741 


F 


N-{(1S,2R)-1~(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] ~2- 
liydroxypropyl } - 5- 
(piperidin-1- 
ylme thyl ) - 2 - f uramide 








N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
liydroxypropyl } - 2 , 5- 
dime t liy 1 - 1 -phenyl - IH- 
pyrrole-3-carboxamide 






V 






3742 


CHa 
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6. . 

MH A- 

V 


N-{{lS,2R)-l-{3,5- 
dif luorobenzyl) -3- 
[(3- 
e thylbenzyl ) amino ] -2 - 
hydroxypropyl } - 5- 
me thy 1 - 1 -phenyl - IH- 
pyrazole-3- 
c axbdxaml de 




3743 




^CHa 






3744 


^ Jl J H J 


N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[{3- 

e thy Ibenzyl) amino] -2- 
hydroxypropyl } - 3 - 
f luoro-4-morpholin-4- 
ylbenzamide 










N-{(lS,2R)-l-"(3,5- 
di f luorobenzyl ) - 3 - 
[(3- 

e thy Ibenzyl) amino] -2- 
hydroxypropyl } -3 / 5 - 
bis (methyl thio)isothi 
azole-4-carboxamide 




3745. 




CH3 








Fv 


f 7 f H F 


N-{(lS,2R)-l-(3,5" 
di f luorobenzyl ) - 3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -3 - 
methyl-5- 

(trif luoromethyl) isox 

a z 0 1 ^ — 4 — r* a irboxami d© 




3746 




CH3 
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3747 



<y<: b 



NH W 
HN^ OH 




N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl ) -3- 
[(3- 
ethylbenzyl) amino] -2" 
hydroxypropyl } -2 - 
hydroxy- 5- 

(propionylamino ) benza 
loide 



3748 



/ HN 





N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
liydroxypropyl } -I'- 
plienyl - lH-pyrrole-2 - 
carboxamide 



3749 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 

[(3- 

etliylbenzyl) amino] -2- 
hydroxypropyl }pyrazin 
e-2 -carboxamide 4- 
oxide 



3750 




N-{ {lS,2R)-l-{3,5- 
di f luorobenzyl ) -3 - 
[(3- 

etliylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 5 - , 
methyl - 1 -pyr i din- 4 - 
yl-lH-1 , 2 , 3- triazole- 
4-carboxamide 




3751 



CHg 

o 

^ HN— v 
CH© V-OH F 

>=N HN— : /=( 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[{3- 
ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 6 - 
me thoxypyraz ine- 2 - 
carboxamide 4 -oxide 
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3752 


A . 

L H [ H-CHs 
NH ^ 

CH3 


N-{ (1S,2R) -l-(3,5- 
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me thoxyphenyl ) - 4 - 
oxobutanamide 



H OH H 





N-{ (lS,2R)-l-(3,5- 
di f luorobenzyl )- 3 - 
[{3- 

ethylbenzyl) amino] -2- 

hydroxypropyl } -3 ' , 4 * - 

dihydro-l'H- 

spiro [1,3 -dioxolane- 

2,2' -naphthalene] -8 ' - 

carboxamide 



3833 



3834 




N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl ) -3- 
[{3« 

ethylbenzyl ) amino] -2- 

hydr oxypropyl } - 3 ' , 4 ' - 

dihydro-1 »H- 

spiro [1,3 -dioxolane- 

2,2' -naphthalene] -7 ' - 

carboxamide 
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S 9 H 

^NH F 


N"-{(lS,2R)-l-{3,5- 
difluorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl-} ~N^- 
[mercapto (methylthio) 
methyl] -D-alaninamide 




3835 








3836 


0 H OHH r> 


N^-[{4- 

clilorophenyl) (oxo)met 
hyl]-N^-{(lS,2R)-l- 
( 3 . 5— dif liioroljenzvl ) - 
3-[(3- 

etliylbenzyl ) aniino] -2- 
hydroxypropyl } glycina 
laide 






A 


N^-t (4-tert" 
butylphenyl) (oxo)metli 
yl]-N^-{(lS,2R)-l- 
( 3 , 5-dif luorobenzyl ) - 
3-[ (3- 

etliylbenzyl ) amino] -2- 
hydroxypropyl } glycina 
mide 




3837 








. ■ ■■ ■ 


T 

HN r 


N^-{(lS,2R)-l-(3,5" 
dif luorobenzyl) -3- 
[(3- 

etliylbenzyl) amino] -2- 
nycix oxypr opyj. / ""JN — 
[oxo (pyridin~3- 
y± ; me unyij gxycxnamiae 




.... - 


HN-'^'-^^^F 








A 

O MUl 






3838 
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> 

HQHN^ 
HN-< F 


2- {[2-({(lS,2R)-l- 

(3 , 5-dif luorobenzyl) - 

3- t(3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } amino ) - 
2-oxoethyl] thio}-N- 
[4- (1, 3-oxazol-5- 
yl ) phenyl ] acetamide 




3839 










HQ HN-/ 


N^-[(4- 

chlorophenyl) (oxo)met 
hyl]-N^-{(lS,2R)-l- 
(3 , 5-dif luorobenzyl) - 

3-[{3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -D- 
alaninamide 




3840 


CI 






3841 


o H OH H 

^, J>J H 0 V^^F 

QI^-^S^ 111 


N^-[(3,4- 

dichlorophenyl) {oxo)m 
ethyl] -N^-{ (1S,2R)-1- 
(3 , 5-dif luorobenzyl) - 
3-[{3- ' 
ethylbenzyl) amino] -2- 
hydroxypropyl } glycina 
mide 




3842 


V 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } -4- 
(5a, 9a- 

dihydrodibenzo [b, d] f u 
ran-2-yl) -4- 
oxobut anami de 






HQ HN-' 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3 T 

[(3- 

e thy Ibenzyl) amino] -2- 
hydr oxypr opy 1 } -N^- 
{oxo [4- 

( trif luoromethyl ) phen 
y 1 ] methyl } glycinamide 




3843 
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3844 


F 0 H OH H 


N^-{{lS,2R)-l-(3,5- 
difluorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- 
[(2,6- 

dif luorophenyl) (oxo)m 
ethyl ] glycinamide 






0 H OH H r*^^ 


N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[{3- 








ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^- 
[oxo(4- 




3845 


F 


methoxyplienyl ) me tliyl ] 
glycinamide 








N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3- 








[ (3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 4 - ( 2 - 
oxo-1, 3-oxazolidin-3- 
yl ) benzamide 




3846 








3847 


^■^1 H OH H 

JL JL M JL M JL JL ^ 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[ (3- 

etliylbenzyl ) amino] -2- 
hydr oxypr opy 1 } 
(phenyletliynyl ) nicoti 
namide 








N^-{{lS,2R)"l-(3,5- 
dif luorobenzyl) -3- 
[(3- V 

etliylbenzyl ) amino ] -2 - 
liydr oxypr opy 1 } -N^- 
[oxo(lH"l,2,4- 












triazol-5-yl) methyl] - 
□-alaninamide 




3848 


n HN^ 






3849 


HQ HN-/ 


2- {[2-({(lS,2R)-l- 

{ 3 , 5-dif luorobenzyl) - 

3- [(3- 

e thylbenzyl ) amino ] -2 - 

2-oxoethyl] thio}"N- 
(pyridin-4- 
ylmethyl ) acetamide 
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3850 




O 

/ 



J 




N-{ (lS,2R)-l-{3,5- 
di f luor obenzy 1 ) - 3 - 
t(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl ) -4 - 
[ (methoxymethyl) thio] 
benzamide 



o 9 H OH H 



3851 



N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3^; 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } - 4- 
(1, 5 -dimethyl -3 -oxo- 
2-plienyl-2 , 3-dihydro- 
lH-pyrazol-4-yl) -4- 
oxobutanamide 



3852 




4- (4-ben2yl-l, 4- 
diazepan-l-yl) -N- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[{3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } -4- 
oxobu tanami de 



3853 




N-{(lS,2R)-l-(3.5- 
dif luorobenzyl) -3 - 
t(3- 

ethylbenzyl) amino] -2- 
hydr oxypropyl } - 2 , 5 - 
dimetliyl-1- (pyridin- 
4-ylmetliyl)-lH- 
pyrrole-3 -carboxamide 



O " ? " 



3854 




NH F 



N- 

[ (dimethylamino) sulf o 
nyl]glycyl-N^- 
{(lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - 
[(3- 

ethylbenzyl ) amino] -2- 
hydr oxypropyl } glycina 
mide 
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3855 


F'^'*^ 0 


N-{{lS,2R)-l-{3,5- 
dif luorobenzyl ) -3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -4- 
hydroxy-1- [ (IR, 2R) -2- 
hydroxycyclohexyl ] pro 
linamide 




3856 


0 

-0° V 


(2S,3S)-N~{(1S,2R)-1- 
( 3 / 5 -dif luorobenzyl ) - 
3-[(3- 

ethylbenzyl) amino] -2- 

hydroxypropyl } -1- 

methyl-5-oxo-2- 

pyridin-3-' 

y Ipyr ro 1 idine- 3 - 

carboxamide 






0 H OH H rli 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

etliylbenzyl ) amino] -2- 
liydr oxypr opy 1 } - 3 - 
(2 , 5-dioxopyrrolidin- 
1 -yl ) benzamide 




3857 










HQHN--' 
rV-NH F 


N- (2"Cyano-4 ,5,6,7- 
t e traliydro- 1 - 
benzotliien-3 -yl ) -N ' - 

{(1S,2R) -l-{3,5- 
dif luorobenzyl) -3- 

[{3- 

e unyxxjeiizyx ) ainxiio j —z — 
liydr oxypr opy 1 } sue cina 
mide. 




3858 






... . 


3859 


0 H OH H 


N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
liydr oScypropy 1 } - 2 - 
. (2,5- 

dioxoiinidazolidin-4- 
yl ) acetamide 
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3860 



H OH H 




N-{ {lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[{3~ 

ethylbenzyl ) amino] -2- 
hydr oxypr opy 1 } - 2 - 
(5,7- 

dimethyl [1,2,4] triazo 
lo[l, 5-a]pyriInidin-2- 
yl)aceta5lide 



3861 




N-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropy 1 } -1 - ( 2 - 
f -urylmetliyl ) -5- 
oxopyrrol idine-3 - 
carboxamide 



3862 




(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[ (3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -4-oxo- 
4- (5-0X0^1,4- 
diazepan-l- 
yl ) butanamide 



.3863 




N-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } -3 - ( 4- 
metlxylphenyl ) -4 , 5- 
dihydro-lH-pyrazole~ 
5 -carboxamide . 



N 




H OH H 



3864 





N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[ (3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 ) - 2 , 1 , 3 - 
benzoxadiazole-5- 
carboxamide 1-oxide 
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3865 




F 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

etlivlbeiizvl ) amino! -2- 
hydroxypr opy 1 } - 3 - ( 2 - 
pyridin-3- 
ylpiperidin-1- 
yl ) propanamide 




3866 


.9 


N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl ) amino] -2- 
hydroxypropyl } -4 -oxo- 
4-{2-propyl-lH- 
imidazol-1- 
yl ) butanamide 




3867 




OH H f 
F 


J 


N-{ (lS.2R)-l-(3,5- 
dif luorobenzyl ) -3- 
[(3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -4a, 9a- 
dihydro-9H-carbazole- 
9 - carboxami de 




3868 






N-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
t(3- 

etliylbenzyl ) amino] -2- 
hvdroxvDroDvl ^ — 6— 
methyl-4-oxo-i- 
plienyl-1,4- 
diliydropyridazine-3 - 
carboxamide 




3869 


0 0 


H 0h9 
F 


N'-( {lS,2R)-l-(3,5- 
dif luorobenzyl) -2" 
liydr oxy- 3 - { [ 1 -me tliyl - 
5- {pyrrolidin-1- 
ylcarbonyl) -IH- 
pyrrol-3- 

yl ] amino }propyl ) -5- 
methyl-N,N- 
dipropylisophthalamid 
e 
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3870 


OylO 
A H QH H f 


N'-( (lS,2R)-l-{3,5- 
dif luorobenzyl) -2- 
hydroxy-3-{ [2- (2-oxo- 
2 -pyrrolidin-1 - 
ylethoxy ) phenyl ] amino 
} propyl ) - 5 -methyl - 
N,N- 

dipropylisophthalamid 
e 




3871 


|A H 9H H ,0 


N'-{(lS,2R)-l-(3,5- 
difluorobenzyl) -2- 
hydrGxy-3-[(3-{[3- 
(hydro3<ymethyl ) piperi 
din-1- 

yl ] carbonyl } phenyl ) am 
ino ] propyl } -5-methyl- 
N,N- 

dipropylisophthalamid 
e 




3872 


0 H OH H 1^ 

/ V 

' F 


N'-{(lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl} -N^- [3- 
(methylthio) -1- 
oxopropyl] -N^- 
pentylglycinamide 




3873 


r T 


(lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[{3- 

ethylbenzyl ) amino] -2^ 
hydr oxypr opyl } -N^- [ 3 - 
(methylsulf onyl) -1- 
oxopropyl ] -N^- 
pentylglycinamide 








N-{ (lS,2R)-l-benzyl- 
2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] p 
ropyl}-3- 

(phenylsulf onyl ) propa 
namide 




3874 


/J 

1 







-923- 



wo 03/040096 



PCT/US02/36072 



3875 




c=7^F Q 



hHoh H 



N'-{{lS,2R)-l-(3,5- 
di f luor obenzyl ) - 2 - 
hyclro3Qr-3-[ (7- 
oxabicyclo [2.2.1] hept 
-2- 

ylmethyl ) amino ] propyl 
}-5-methyl-N,N- 
dipropyl i s ophthalamid 



3876 




O 7 " 



N'-({lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-{ [ (3R)-2- 
oxo - 1 -propyl a z epan- 3 ~ 
yl ] amino }propy 1 ) - 5 - 
methyl -N,N- 
dipropyli sophthalamid 



3877 




N'-[(1S,2R) -3-[(l- 

acetylpiperidin-4- 

yl)ainino]-l-(3,5- 

dif luor obenzyl) -2- 

hydroxypropyl] -5- 

methyl--N,N- 

dipr opyl i s ophthalamid 

e 



3878 



o 0 




N'-{{lS,2R)-l-{3,5- 
di f luor obenzyl ) -3 - 
[{3- 

ethylbenzyl ) amino] -2- 
hydr oxypr opyl } -N- [ 2 - 
(dimethylamino) -2- 
oxoethyl] -N, 5- 
diraethyli sophthalamid 



3879 




N'--{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydr oxypropy 1 } -N- [ 2 - 
(dimethylamino) ethyl] 
-N-ethyl-5- 
methyli sophthalamide 




H H'OH h""X5^ 



3880 



N-benzyl -N • - { ( IS . 2R) - 

l-(3,5- 

dif luorobenzyl ) -3- 
[{3- 
ethylbenzyl) amino] -2- 
hydr oxypr opyl } , 5 - 
dimethylisophthalamid 
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3881 


OH 

0 




F 

H H^jH I 


^F 


N-{(lS,2R)-l-{3,5- 
dif luorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } - 3 - { [ 2 

hydroxyethyl ) piperidi 
n- 1 -yl ] carbonyl } - 5 - 
methylbenzaxoide 




3882 




LI ' 
^ H H^,H 


'^F 


N'^{(lS,2R)-l-(3,5- 
di f luorobenzyl ) -3 - 
[(3- 

ethylbenzyl) amino] -2- 
liydr oxypr opyl } -N, 5- 
dime thyl -N- ( 2 - 
phenyletlxyl ) isoplitlial 
amide 




3883 


0 




H^^OH H 




N'-((lS/2R)-l-(3,5- 

dif luorobenzyl) -3- 

{[3-(3-formyl-2- 

f uryl ) benzyl ] amino } - 

2 -liydr oxypr 9py 1 ) - 5 - . 

methyl-N,N- 

dipr opy li s ophtlialamid 

e 




3884 


0 


V 


H " OH H 


N*-({lS,2R)-l-(3,5- 

dif luorobenzyl) -3- 

{[3"(5-formyl-2- 

tlii enyl ) benzyl ] amino } 

-2-liydroxypropyl) -5- 

metliyl-N^N- 

dipropylisophtlialamid 

e 




3885 


0 




F 

H ( 




N»-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 

etliylbenzyl) amino] -2- 
liydr oxypr opyl } -N, 5- 
dimet]lyl-N- (2- 
pyridin-2- 

yletliyl) isophtlialamid 
e 




3886 








N'-[{lS,2R)-l-(3;5- 
dif luorobenzyl) -2- 
liydroxy-3- { { [1- 
(metliyl sul f onyl ) piper 
idin-4- 

yl ] methyl } amino ) propy 
l]"5-met]iyl-N,N- 
dipropyl isoplitlialamid 
e 
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3887 


F 

J O H"0H H \J 


N^-{(lS,2R)-.l-(3,5- 

dif luorobenzyl) -2- 

hydroxy-3-t (3- 

me thoxybenzyl ) amino ] p 

ropyl}-N^N^- 

di ethylpiper idine- 

1 / 3 -dicarboxaitiide 




3888 


F 


N^-{(lS,2R)-l-(3,5- 

di f luorobenzyl ) -2 - 

hydroxy-3^[ (3- 

me unoxyDenzyi ] nmx no j p 

ropyl}-N\N^- 

dipr opy Ipiper i dine - 

1, 3-dicarboxamide 




3889 




N»~((lS,2R)-l-(3,5- 
dif luorobenzyl) --3- 
{[3-(5-fonnyl-4- 
methyl -2- 

thienyl ) benzyl ] amino } 

-2-hydroxypropyl) -5- 

methyl-N,N- 

dipr opy 1 i s oph tha 1 ami d 

e 




3890 


F 

O ^Hl^"^^ 11 


N'-( (lS,2R)~l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-{[3-(l- 
phenyl vinyl ) benzyl ] am 
inolpropyl) -5-methyl- 
N,N- 

dipropylisophthalamid 
e 


.... 


3891 


F 

O O ^ ^'^^'''^F 
^ h"0H H 


N'-t(lS,2R)-3-[(3- 
bicyclo[2.2 .l]hept-2- 
ylbenzyl) amino] -1- 
( 3 , 5 -dif luorobenzyl) - 
2-hydroxypropyl] -5- 
methyl-N,N- 
dipr opy 1 i s oph thai amid 
e 








ethyl 3-[3- 
({[(2R,3S)-4-(3,5- 
di f luoropheny 1 ) - 3 - 
({3-" 

[ (dipropylamino) carbo 
nyl]-5- 

methylbenzoyl } amino) - 
2- 




3892 




hydrpxybutyl ] amino }me 
thyl) phenyl ] propanoat 
e 
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HCW-NH 


ethyl 4-[3- 
({[(2R,3S)-4-(3,5- 
difluorophenyl) -3- 
({3- 

[ (dipropylamino) carbo 
nyl]-5- 

me thylbenzoyl } amino ) - 
2- 

hydr oxybutyl ] amino } me 
thyl ) phenyl ] butanoate 






T 






3893 


V 






•• 


1 


methyl (2R)-3-[3- 
({[(2R,3S)-4-(3,5- 

cLiriuoropiienyj. 
; (dipropylamino) carbon 

yl]-.5- 

laethylbenzoyl } amino ) - 
2- 




3894 




hydroxybutyl] amino }iaet 
hyl ) phenyl ] -2 - 
methylpropanoate 








ethyl 3'-{{[(2R,3S)-4- 
( 3 , 5-dif luorophenyl ) - 

3- ( {3- 

[ (dipropylamino) carbon 
yl]-5- 

me thylbenzoyl } amino ) - 
2- 




3895 




hydroxybutyl] amino} met 
hyl ) biphenyl-2 - 
carboxylate 




3896 


F 


2- {l-[2-({ (1S,2R)-1- 

( 3 , 5-dif luorobenzyl ) - 

3- [(3" 

ethylbenzyl ) amino ] -2 - 
hydr oxypr opy 1 } amino ) - 
2- 

oxoethyl] cyclopentyl } - 
N, N-dipropylacetamide 




3897 


Q ^ 


[ (benzyloxy) carbonyl] - 
nV{(1S,2R)-1-(3,5- 
dif luorobenzyl) - 3- [ (3- 
ethylbenzyl) amino] -2- 
hydr oxypropy 1 } -3 - [ (1 - 
propylbutyl) sulfonyl] - 
D, L-alaninamide 
trif luoroacetate 


702 
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- 


NH 

/ 

F-OhO NH 

n ^ 


[ (benzyloxy ) carbonyl ] - 
N^-{(1S,2R) -l-(3,5- 
dif luorobenzyl) -3- [ (3- 
methylbutyl) amino] -2- 
hydroxyproiyl } -3 - [ { 1- 
propylbutyl) sulf onyl] - 
L-alaninamide 


654 








3898 


CH3( 
CH3 








CH3 

)'"NH /—i } 
HN-N HN— ( ^0 ^-^ 


[ (benzyloxy) carbonyl] - 
N^~{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
(cyclopropylamino) -2- 
hydroxypropyl } - 3 - [ (1- 
propylbutyl) sulf onyl] - 
D, L-alaninamide 
trif luoroacetate 


624 










3899 


0 






3900 . 


CHa HN-\ 

0 \ \-0H F p 

CH3 )=o > 


[ (benzyloxy) carbonyl] - 
N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[ ( cyclopropylmethyl ) am 
ino] -2-liydro3Q^ropyl } - 
3-[(l- 

propylbutyl ) sul f onyl ] - 
D, L-alaninamide 
tri f luoroacetate 


638 


3901 




N^-{ (lS,2R)-l-(3,5- 
di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- 
{[{3S)- 

tetrahydrofuran-3- 
yloxy] carbonyl} -3- [ (1- 
propylbutyl) sulf onyl] - 
L-alaninamide 
trif luoroacetate 


682 
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3902 


CHs W HN-% F 


N^-{{lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2- 
hyciroxypropyl } -N^- 
{[(3S)- 

t etrahydr of uran- 3 - 

yloxy]carbonyl}-3-[ (1- 
propylbutyl ) sulf onyl] - 
D-alaninamide 
trif luoroacetate 


682 


3903 


CH3 \=/ HN-A 

)— S-\ HN-< /=< 
) HN 0 

CH3 )=0 F 


N^-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^- 
{[(3S)- 

tetrahyc3rofuran-3- . 
yloxy] carbonyl}-3- [ (1- 
propylbutyl ) sulf onyl] - 
D , L-alaninamide 
trif luoroacetate 


682 


i 

3904 


CH3 \=/ HN-Y 

)— S-^ HN-< /=( 

0^ ''-O 

) HN 0 
CH3 )=0 F 

0 


N^-{{lS,2R)-l-(3,5- 
di f luor obenzy 1 ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] - 2 - 
liydroxypropyl } -N^- 
{[(3R)- 

tetrahydrof uran- 3 - 
yloxy] carbonyl}-3- [ (1- 
propylbutyl) sulf onyl] - 
D , L-alaninamide 
tri f luoroacetate 


682 


3905 


QH3 ( 
CH3 )=o 

0 


N^-{ (lS,2R)-l-benzyl-3- 
to- 
me thoxybenzyl ) amino] - 
2 -liydroxypropyl } -N^- 
{[(3S)- 

tetraliydrof uran-3 - 
yloxy]carbonyl}-3-[ (1- 
propylbutyl ) sulf onyl] - 
D, L-alaninamide 
hydrochloride 


648 
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3906 


ch/ >-oh f 


N^-{ (1S,2R)-1- 

(3 , 5dif lurobenzyl) -3- 

[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- 
{[(3S)-1,1- 

di oxi do t e t r ahydr 0 thi en 
- 3 -y 1 oxy ] carbony 1 } - 3 - 
[(1- 

propylbutyl) sulf onyl] - 
D, L-alaninamide 
trif luoroacetate 


730 


3907 


F 

y CHs 
SjHa 


N^-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2- 
liydroxypropyl } -N^- 
{[(3S)- 

t e t rally dro thi oplien- 3 - 
yloxy ] carbonyl } -3 - [ ( 1- 
propylbutyl ) sulf onyl] - 
D, L-alaninamide 
trif luoroacetate 


698 


3908 


F HO"^ 0 

\-NH /=v CH3 

^CHa 


N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3-[ (3- 
etliylbenzyl) amino] -2- 
hydrbxypropyl } -N^- 
{ [ tetraliydropyran-4- . 
yloxy] carbonyl} -3- [ (1- 
propylbutyl ) sulf onyl] - 

L-alaninamide 
trif luoroacetate 


696 


3909 




N^-{ (lS,2R)-l-(3,5- 
dif lourobenzyl) -3-1(3- 
ethylbenzyl ) amino] -2- 
liydroxypropyl } -N^- { [ 1- 
(metliyl sulf onyl ) piperi 
din-4-yloxy] carbonyl } - 
3-[{l- 

propylbutyl ) sulf onyl] - 
D, L-alaninamide ■ 
tri f luoroacetate 


773 


3910 




N^-{ [l-acetylpiperidin- 
4 -yloxy] carbonyl } -N^- 
{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
etliylbenzyl ) amino] -2- 
liydr oxypr opy 1 } - 3 - [ ( 1 - 
propylbutyl ) sulf onyl ] - 
D , L-alcOiinamide 
tri f luoroacetate 


737 
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3911 


1> 

«<, HN-\ 

CH, V=o > 


N^-{{1S,2R) -l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- 
{[[{3R)-5- 
oxopyrrolidin-3 - 
yl ] methyl ] carbonyl } -3 - 
[{1- 

propylbutyl) sulf onyl] - 
D/ L-alaninamide 
tr i f luoroace tate 


709 


3912 


P 

HCI 

> CH^ 
/— NH 


N^-{ (lS,2R)-l-ben2yl-3"- 
[{3- 
methoxybenzyl ) amino] - 
2 -hydroxypropyl } -N^- 
[ (benzyloxy) carbonyl] - 
3-[(l- 

propylbutyl) sulf onyl] - 
D , L-alaninamide 
hvdrochloride 


668 


3913 


CHs HN^ ^-fv^H 

)— S-\ HN— < /=< O 

) HN o \ 

>=0 V. 


N*- . 

[ (benzyloxy) carbonyl] - 
N^-((lS,2R)-l-(3,5- 
dif luorobenzyl) -2- 
hydroxy-3-{[2-(3- 
methoxyphenyl) ethyl] am 
ino}propyl) -3- [ (1- 
propylbutyl) sulf onyl] - 
D, L-alaiiinamide 
trifluoroacetate 


718 


3914 


CH« hKi o o 


N^-{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- 
{[(3S)- 

tetrahydrofuran-3- 
yloxy ] carbonyl } ^D- 
leucinamide 
trif luoracetate 


562 


3915 


HCI ' ^"jK'^Y^O 


N^-{ (lS,2R)-l-benzyl-2- 
hydroxy-3- [ (3- 
methoxybenzyl ) amino] pr 
opyi } -N^- 

t (benzyloxy) carbonyl] - 

L-leucinamide 

hydrochloride 


548 
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[ (benzyloa^) carbonyl] - 
N^-((lS)-l-{ (lR)-2- 
[ ethyl (isobutylsulfony 
1) amino] -1- 
hydrosyethyl } -3 - 
methylbutyl) -3- [ (1- 
propylbutyl ) sulf onyll - 
D . L-alaninamide 



3916 



CHo ^S'' CH3 
/-CH3 ( . 



CH; 



n'I^ 

[ (benzyloxy ) carbonyl ] - 
N^-{ (lS.2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] - 2- 
hydr oxypr opyl } -N^ , N^-' 
dipropyl-L-glutaiaamide 
tri f luoroacetate 



662 




681 



O^^NH 



3917 




^3- — 

[ (benzyloxy) carbonyl] - 
N^-{{lS,2R)-l-(3,5- 
dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -N* , N^- 
dipropyl-D-glutamamide 



3918 




681 



HCI 



\ N ■ • 



F HO 



3919 




N^-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2^ 
liydroxypropyl } -N^- [ ( IH- 
pyrazol-4- 
yl)car]x>nyl]-3-[ (1- 
propylbutyl) sulf onyl] - 
D, L~alaninamide 
hydrocliloride . 



662 



- -932- 
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3920 


CI 

V-N CHg 

NH \=f 

,../hn_/ 

F^HO 


N^- [ (6-chloropyridin-3- 
yl ) carbonyl ] -N^- 
{{lS,2R)-l-(3,5- 
dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2- 
liydroxypropyl}-3- [ (1- 
propylbutyl) sulf onyl] - 
D/ L~alcUiinamide 
liydrochloride 


707 


3921 


HCl /~\ . 

)==/ /-NH ^S—C 
F^0-< 6 

. ^NH /=v CHa 

^CHa 


N^-{ {lS,2R)-l-{3,5- 
dif luorobenzyl) -3- 1(3- 
etliyllDenzyl) amino] -2- 
hydro^Q^ropyl } -N^- 
[ (pyridin-2- 
yl) carbonyl] -3- t (1- 
propylbutyl) sulf onyl] - 
D , L-alaninamide 
liydrocliloride 


673 


3922 


HCl ^^^^ 

)==^ /-NH ^S— ( 
F H0-< 

\-NH /=\ OH3 

^CHa 


N''-{ (lS,2R)~l-(3,5- 
dif luorobenzyl) -3- t (3- 
etliylbenzyl ) amino] -2- 
liydroxypropy 1 } -N^- ( 2 - 
metliylbenzoyl) -3- [ (1- 
propylbutyl) sulfonyl] - 
D, L-alaninamide 
livdrociiloride 


686 - 


3923 


oh/ V-oh f 

HN— : /=( 

HCl 0=( '"—4 > 

0 J V r\-\ 

CH3 CH3 


N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
etllylbenzyl) amino] -2- 
hydroxypropyl } -N^- ( 3 - 
metliylbenzoyl ) -3- [ (1- 
propylbutyl) sulf onyl] - 
D, L-alaninamide 
liydrocliloride 


686 
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3924 


CHa 

HCl O 

F 0=/ 

'/—m ^s— ( 
f'ho-< 

^-HH /=\ CHa 
^CHa 


N^-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^- ( 4- 
methylbenzoyl ) -3 - [ ( 1- 
propylbutyl) sulf onyl] - 
D, L-alaninamide 
hydrochloride 


686 


3925 


ch/ Voh f 

HN— ( /=( 
HCl 0=( " — ( > 

CHa CHa 


N^- ( 3 -chlorobenzoyl ) - 
N^-{.(lS,2R)~l-(3,5- 
dif luorobenzyl) -3 - [ (S'- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -3 - [ ( 1- 
propylbutyl) sulf onyl] - 
D , L— alaninamide 
hydrochloride 


706 




F 

HO 

NH V-NH ^==/ 
/ \ 0 \ / 


N^-{(1S,2R) -l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^- ( 4- 
methoxybenzoyl) -3 - [ ll- 
propylbutyl) sulfonyl] - 
D, L-alaninamide 
hydrochloride 


702 


3926 


CH3 CH3 








HO 

Mu V-NH F 

^0 \ f 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -N^- ( 4- 
trif lluoromethylbenzoy 
l)-3-[(l- 

propylbutyl) sulf onyl] - 
D, L-alcutiinamide 
hydrochloride 


740 


3927 


CH3 CH3 
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3928 


HCI 

NH )=/ 

F^HO 


{ cyclohexylcarbonyl ) - 
N^-{(lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2- 
hydroxypropyl } -3 - 1 ( 1- 
propylbutyl ) sulf onyl] - 
D, L-alaninamide 
hydrochloride 


678 


3929 


0 ' ) — ^ CH3 
0=( f ) — ^ 
NH )=/ 

f-Qho 

■ F ' 


(benzoyl ) -N^- 
{(lS,2R)~l-(3,5- 
dif luorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } - 3 - [ ( 1- 
propylbutyl) sulf onyl] - ■ 
D, L-alaninamide 


672 


3930 


0 W °/r-^ CH3 

o=( \ ) — ^ 

NH )=/ 
.1,./ HN-^ 

f-Qho 


N^-{(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } -N^- 
(phenylacetyl) -3- [ (1-^ 
propylbutyl) sulf onyl] - 
L-alaninamide 


686 


3931 




N^-{ (lS,2R)-l-{3,5- 

dif luorobenzyl) -3- t (3- 

ethylbenzyl ) amino ] -2- 

hydroxypropyl } -N^ - ( 3 - 

phenylpropanoyl ) -3- 
r / 1 

propylbutyl) sulf onyl] - 
D, L-alaninamide 
tr i f luoroace tate 


700 


3932 


CH© 

) HN-x 
HCI ( 0 \-OH 

HN 0 ^-^ 

^ 


N^- { (IS, 2R) -l-benzyl-2- 
hydroxy-3- [ (3- 
methoxybenzyl ) amino ]pr 
opyl}-N^- 

(cyclopropylacetyl ) -3- 
[(1- 

propylbutyl ) sulf onyl] - 

D, L-alaninamide 
hydrochloride 


616 
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3933 


cm 

CH$^ 

o 


(lS,2R)-l-benzyl-2- 
hydroxy-3 - [ { 3 - 
methoxybenzyl ) amino] pr 
opyD-N^- 

[ (methylsulfonyl)acety 
l]-3-[(l- 

propylbutyl) sulfonyl] - 
D, L-alaninamide 
trif luoroacetate 


654 


3934 


CH© 

) ^ HN-\ 
HCI ( 0 V-OH 

CHo ) — S — V HN — C /=\ 

HN 0 ^-^ 
qHa >=0 
S— ' 


N^-{ (lS,2R) -l-ben2yl-2- 

liydroxy-3- [ (3- 

me thoxyl>enzyl ) amino ] pr 

opyD-N^- 

[ (methyltliio) acetyl] - 
3-[(l- 

propylbutyl) sulfonyl] - 
D, L-alcininamide 
]iydrocliloride 


622 


3935 


CH© 

- <>^ 

CH3 ^==^ HN-x 
HCI 0 V-OH 

^ — CHiJ u — ^ 


N^-{ (lS,2R)-l-benzyl-2- 
liydroxy-3- [ (3- 
metlloxybenzyi) amino ]pr 
opyl } -N^- ( 4-hydroxy-4- 
oxobutanoyl) -3- [ (1- 
propylbutyl) sulfonyl] - 
u, jj'-axanmamj.oe 
liydrocliloride 


634 


3936 


CH© 

CH3 \==^ m-y. 

HQ Nv_° >-0H 

CH3 ) 

0 


N^-{ (lS,2R)-l-benzyl-2" 
hydroxy-3 - [ ( 3 
methoxybenzyl) amino ]pr 
opyl}-N^-[4- 
(methylamino) -4- 
oxobutanoyl] -3- [ (1- 
propylbutyl) sulfonyl] - 
D, L-alaninamide- 
hydrochloride 


647 


3937 


CH© 

CH3 HN-\ 
HCI 0 V-OH 


N^-{ {lS,2R)-l-benzyl-2- 
hydroxy-3- [ (3- 
methoxybenzyl ) amino] pr 
opyl } -N^ - { 4 -me thoxy- 4 - 
oxobutanoyl) -3 - [ (1- 
propylbutyl ) sulfonyl] - 
D , L-alaninamide 
hydrochloride 


648 
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3938 


HCI ( O V-OH 

HN 0 

)=o 

c 


N- 

(methylsulf onyl ) glycyl 
-N^-{ (IS, 2R) -1-benzyl- 
2-hydroxy~3-[ (3- 
me thoxybenzyl ) amino ] pr 
opyl}-3-[(l. 
propylbutyl) sulf onyl] - 
u, u CI J. dumami ae 
hydrochloride 


669 


3939 


CH© 

HN 0 


N^-acetyl-N^-{ (1S,2R)- 
1 -benzyl - 2 -hydroxy- 3 - 

[(3^ 

me thoxybenzyl) amino ]pr 
opyl}-3- , 
(phenylsulf onyl ) -D, L- 
alaninamide 
hydrochloride 


554 


3940 


a . 0 

HCI "s^h" HN^ 
°-CH3 


(2S) -2- (4-methoxy-4- 
oxobutanoyl ) amino-N- 
{ (lS,2R)-l«-benzyl-.2- 
hydroxy-3- t (3- 
methoxybenzyl) amino ]pr 
opyl}-5-oxo-5- 
piperidin-1- 
y Ipen t anami de 
hydrochloride 


611 


3941 


HCI 


{2R)-2- 

{ [ ( benzyl oxy) carbonyl 
] amino }-N-{ (1S,2R) -1- 
benzy 1 - 2 -hydroxy- 3 - 
[(3- 

me thoxybenzyl ) amino ] p 
r opyl } 5 noxo- 5 
piperidin-1-- 
ylpentanamide 
hydrochloride.. 


631 
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a o 0 

HCI HN^O 

O^CHg 


(2R)-2-{3-ethoxy-3- 
oxopropanoyl ) amino-N- 
{ (lS,2R)-l-benzyl-2- 
hydroxy-3-[ (3- 
methoxybenzyl ) amino] p 
roDvl }-5-ovo- 
piperidin-1- 
ylpentanamide 
hydrochloride 


611 


3942 


°-CH3 








CHa 

(T 

HN 

HCI CH. k^OH^ 

-o^^^^^'N^o 0 

HN^^^^s^^Q^CHa 


N^-{ (IS, 2R) -1-benzyl- 
3-[(3- 

me thoxybenzyl ) amino] - 
2 -hydroxypropyl } -N^- 
{4-methoxy-4- 
oxobutanoyl ) -N^ , N^- 
dipropyl~D- 
glutamamide 
hydrochl or i de 


627 


3943 








a o 0 

HCI ^nh" ^^^^ 


(2R) -2- (4-methoxy-4- 

oxobutanoyl) amino-N- 

{ (IS, 2R) -l-benzyl-2- 

hydroxy-3- [ (3- 

me thoxybenzyl ) amino ] p 

roDvl 1 - 5 — oxo— 5 — 

piperidin-1- 

ylpentanamide 

hydrochloride 


611 


3944 


°^H3 






3945 


a . . 

HCI ^nh" HN^O 

°-0H, 


(2R) -2- (5-methoxy-5- 

oxopentanoyl ) amino-N- 

{ (lS,2R)-l--benzyl-2- 

hydroxy-3- [ (3- 

me thoxybenzyl ) amino] p 

ropyl}-5-oxo-5- 

nine Y" i di n — 1 — 

ylpentanamide 

hydrochloride 


625 


3946 


ch/ V-oh f 


N^- 1 (5-chlorothien-2- 
yl)sulfonyl]-N^- 
{(lS,2R)-l-(3,5- 
difluorobenzyl) -3- 
[(3- 

ethylbenzyl) amino] -2- 
hydroxypropyl } -3- [ (1- 
propylbutyl) sulfonyl] 
-D, L-alaninamide 


748 



-938- 



wo 03/040096 



PCTAJS02/36072 



3947 


( >-S-NH 

o=< f y—' 

NH )=/ 

F 


N^-{(1S,2R) -l-(3,5- 
dif luorobenzyl) -3- 

ethylbenzyl ) amino ] -2 - 
hydroxypropyl } -N^- 
(phenylsul f onyl ) -3 - 
[(1- 

propylbutyl ) sulf onyl ] 
"D, L-alaninamide 


708 


3948 


CH* 

CH3 \=/ HN-^ 

>=0 F 
HN 


[ (benzylainino) carbony 
1]-N^-{(1S,2R)-1- 

( 3 , 5 -dif luorobenzyl) - 
3-[ {3- 

ethylbenzyl) amino] -2^ 
hydroxypropyl } -3 - f ( 1- 
propylbutyl ) sulf onyl ] 
-D, L-alaninamide 


701 


3949 


- CH 

HCI 

HO'' 


,CH3 


4- ( { ( IS, 2R) -1-benzyl- 
2-hydroxy-3-[ (3- 
methoxybenzyl) amino] p 
ropyl } amino ) -3 - 
[ { i sopentyl sulf onyl )m 
etliyl] -4-oxobutanoic 
acid liydrochloride 


549 


3950 


° ^0 


metliyl 4-({ (1S,2R)-1- 
benzyl - 2 -hydroxy- 3 - 
[(3- 

metlioxybenzyl ) amino] p 

ropyl } amino ) -3 - 

[ {isopentylsulfonyDm 

ethyl] -4-oxobutanoate 

hydrochloride 


563 


-939- 
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3951 



iCHs 



Ha 




N^-{ (lS,2R)-l-ben2yl- 
2-hycaroxy-3- [ (3- 
methoxybenzyl ) amino] p 
ropyl}-2- 

[ (isopentylsulfonyl)in 
ethyl] succinamide 
hydrocliloride 



548 



HCl 



3952 




N*-{ (lS,2R)-l-benzyl- 
2-hydroxy-3 - [ (3- 
metho3Q^benzyl ) amino] p 
ropyl}-2- 

[ {isopentylsulfonyl)m 
ethyl] -N*- 
methylsuccinamide 
hydrochloride 



562 



HCl 



3953 




N^-{ (lS,2R)-l-ben2yl- 
2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] p 
ropyl}-2- 

[ (isopentylsulfonyl)m 
ethyl] -N*,N^- 
dimethylsuccinamide 
hydrochloride 



576 



3954 




N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- 
[(3- 
ethylbenzyl) amino] -2- 
hydroxypropyl } ^3 - 
(4,4-dimethyl-2,5- 
dioxoimidazolidin-l- 
yl)-2-.{[(l- 
propylbutyl ) sulf onyl ] 
methyl )propanamide 



693 



a 



HQ 



HCl 



^NH NH 

=S=0 



3955 




N-{ (lS,2R)-l-benzyl- 
2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] p 
ropyl}-3- 
(ethylsulfonyl) -2- 
{ [ (isobutylsulfonyl) a 
mino ] methyl } propanami 
de hydrochloride 



598 
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3956 



HCI 




N- { ( IS , 2R) -1 -benzyl- 
2-hyclroxy-3-[ (3- 
methoxybenzyl ) amino] p 
ropyl } -3 - (ethyl thio) - 
2- 

{ [ (xsobutylsulfonyDa 

mino ] methyl }propananii 
de hydrochloride 



566 




HCI 



I H ui P 0 



3957 




(2S)-N-{{1S,2R)-1- 
benzy 1 - 2 -hydroxy- 3 - 
[(3- 

methoxybenzyl ) amino ]p 
ropyl } -2- 

[ (isopentylsulfonyl)a 

mino] -4- 

(methylsulf onyl ) butan 
amide hydrochloride 



598 



HCI 



3958 



CHa ^ 



N^-{ (1S,2R) "1-benzyl- 
2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] p 
ropyl J-'N^- 

( isopentyl sul f onyl ) - 
L-methioninamide *' 
hydr ochl or i de 



566 



CHo^CHs 



HQ 
HN 



3959 




HCI 



XHa 



S-{3-({(lS,2R)-l- 

benzyl-2-hydroxy-3- 

[{3- 

methoxybenzyl ) amino] p 

ropyl } amino ) - 2 - 

t (isopentylsulfonyDm 

ethyl ] -3 -oxopropyl } 

ethanethioate 

hydrochloride 



579 



3960 




N-{ (lS,2R)-l-benzyl- 
2-hydroxy-3- [ (3- 
methojQrbenzyl ) amino ] p 
ropyl } -2 -hydroxy-3 - 
[{1- 

propylbutyl) sul f onyl] 
propanamide 



535 



-941- 
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3961 




N-{ (lS,2R)-l-(3,5- 
di f luor obenzyl ) - 3 - 
[(3- 

ethylbenzyl ) aitiino] -2 - 
hydro3QT>ropyl } -2 - 
hydroxy-4- 

(phenylsulf onyl ) butan 
amide 



561 



HCI 



a . 



CHa 



CHs 



3962 




N-{ (1S,2R) -1-benzyl- 
2-hydroxy-3-t (3- 
methoxybenzyl) ami,no]p 
ropyl } -2 -hydroxy-4- 
( isopentylsulf onyl ) bu 
tanamide 
hydrochloride 



521 



3963 



CHs 



Ha 



CHa 




N-{ (lS,2R)-l-benzyl- 
2-hydroxy-3-[ (3- 
inethoxybenzyl ) amino] p 
ropyl } -4 - 

(isopentylsulf onyl) - 
2 -phenpxybu tanamide 
hydrochloride 



597 



"CHa 



Hd 



3964 




N-{ (1S.2R)-I^ben2yl- 
2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] p 
ropyl }- 4- 

{ i s open tyl sul f ony 1 ) - 
2-(3- 

methoxyphenoxy ) butana 
mide hydrochloride 



627 



3965 




OH 



3-[l-[({(lS,2R)-l«. 
benzyl -2 -hydroxy^ 3 - 
[(3- 

me thoxybenzyl ) amino] p 
ropyl } amino ) carbonyl ] 
-3- 

( isopentylsulf onyl )pr 
opoxy] benzoic acid 
tr i f luoroacet ate 



641 



-942- 
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3966 




methyl 3-[l- 
[({(lS,2R)-l-benzyl- 
2-hydroxy-3-[ {3- 
methoxybenzyl ) amino] p 
ropyl } amino ) carbonyl ] 
-3- 

( i sopentyl sul f onyl ) pr 
opoxy ] benzoate 
hydrochloride 



655 



HCI 



3967 




N-{(lS,2R)-l-benzyl- 
2-hydroxy-3-[ (3- 
methoxybenzyl) amino] p 
ropyl } -2 -hydroxy-'4- 
( phenyl sul f onyl ) butan 
amide hydrochloride 



527 



HCI 



3968 




N-{(lS,2R)-l-benzyl- 
2-hydroxy-3-[ {3- 
methoxyberizyl ) amino] p 
ropyl } -2 -hydroxy-4- 
(phenyl thio ) butanamid 
e hydrochloride 



495 



HCI 



3969 




HCI 



3970 




N-{ (IS, 2R) -1-benzyl- 
2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] p 
ropyl } -2-methoxy-4- 
( phenyl sul f onyl ) butan 
amide hydrochloride 



541 



N--{ (lS,2R) -l-benzyl- 
2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] p 
ropyl } -2-met:hoxy-4- 
(phenyl thio ) butanamid 
e hydrochloride 



509 
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a „ 

HCI k^^" .0O=S=O 


N-"{ (lS,2R)-l-.benzyl- 
2-hydroxy-3-[ (3- 
metho^Qrbenzyl ) amino] p 
ropyl}-4- 

(phenylsulf onyl) -2- 
propoxybutanamide 
hydrochloride 


569 


3971 


CH? 








^NH 


N-{{lS,2R)-l-ben2yl-. 
2-hydroxy-3-[(3- 
me thoxybenzyl ) amino ] p 
ropyl } -2- (benzylo3qr) - 

(phenylsulf onyl ) butan 
amide hydrochloride 


617 


3972 


. chS 








CH^ 

A ■ r, 

HN O^O^X^ 

^ ^s*^ ^'^X^ 

HCI T T ^ 


N-{ (lS,2R)-l-benzyl- 
2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] p 
ropyl}-N^-' 
[ (benzyloxy) carbonyl] 
-D , L-methioninamide 
""hydrochloride 


566 


3973 










a,. 0 

r*t .. 1^ NHo 

CI 2 

V 


(2S) -2-amino-N- 

{ (lS,2R)-l-benzyl--2- 

hydroxy-3-[ (3- 

me thoxybenzyl ) amino ] p 

ropyl } - 5 -oxo-5 " 

ylpentanamide 
dihydrochloride 


497 


3974 
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3975 ■ 


0*^ 

HCI ^Nffy"^ 
HO^ 

HCI j^^^'^V^ ^ 


(2S)-2-(2-ethoxy-2- 

oxoethanyl ) amino-N- 

{ (IS, 2R) -l-ben2yl-2- 

hydroxy-3- [ (3- 

me thoxybenzyl ) amino] p 

r opy 1 } - 5 - 0x0 - 5 - 

piperidin-1- 

ylpentanamide 

dihydrochloride 


569 




Ok. . 0 

NH^ 

HCI Sf^ 


(2R)-2-amino-N- 

{ (1S,2R) -l-ben2yl-2- 

hydroxy-3-[ (3- 

me thoxybenzyl } amino] p 

ropyl } - 5-oxo- 5 - 

piperidin-1- 

yxpen uanami ae 

dihydrochloride 


497 




HC, V 






3976 










,CH3 

HCI HO Y 


(2R)-.2-{2-ethoxy-2- 
oxoethanyl) amino -N- 

{ (1S/2R) -l-benzyl-2- 

hydroxy-3- [ (3- 

me thoxybenzyl ) amino] p 

ropyl } -5-0x0-5- 

piperidin-l- 

vloen t anami de 

dihydrochloride 


583 


3977 


HCI 






3978 


^CHs 


(2R) -2-(4-ethoxy-4- 
oxobutanyl) amino-N- 

{ (lS,2R)-l-benzyl-2- 

hydroxy-3-[ (3- 

me thoxybenzyl ) amino ] p 

ropyl}-5-oxo-5- 

piperidin-1- 

y Ipent anami de 

ditrif luoroacetate 


611 


3979 


7 T ^ 
H2N HN^O ^ 


N^-{ (lS,2R)-l-benzyl- 
2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ]p 
ropyl }-N^- 

[ (benzyl oxy) carbonyl] 
-L-aspart amide 
hydrochloride 


549 
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3980 



HCI 



HjN .NH 



CH3 



N^-{ (1S,2R) -1-benzyl- 
2-hydro3<y-3-[ (3- 
methoxybenzyl ) amino] p 
ropyl}-N^- 

[ (tertbutyloaq^) carbon 
yl] -L-aspartamide 
hydrochloride 



515 
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What is claimed is: 

1. A conrpoTond of the fonnula 

R25 OH R25 

Ri R2 R3 

or a pharmaceutically acceptable salt thereof wherein 
5 where Ri is: 

(I) Ci-Ce alkyl, optionally substituted with one, two or 
three subs tituents selected from the group consisting of C1-C3 
alkyl, C3-C8 cycloalkyl {optionally substituted with C1-C3 alkyl 
C1-C3 alkoxy), -f/ -CI, -Br, '-OH, -SH,« -CsN, -CF3, C1-C3 

10 alkoxy, -NRi-aRi-b, and -0C=O-NRi.aRi-bf where Ri-a and Ri-b are 
. independently at each occurence-H or Ci-Ce alkyl, 

(II) -CH2-S (0) 0-2- (Ci-Ce alkyl) , 

(III) -CH2-CH2-S (0)0-2- (Ci-Ce alkyl) , 

(IV) C2-C6 alkenyl with one or two double bonds, 

15 optionally substituted with one, two or three substituents 

selected from the group consisting of -F, -CI, -OH, -SH, -C=N, 
-CF3 , C1-C3 alkoxy, -NRi-aRi-b where Ri-^ and Ri-b are -H or Ci-Ce 
alkyl, 

(V) C2-C6 alkynyl with one or two triple bonds, optionally 
20 substituted with one, two or three siabstituents selected from 

the group consisting of -F, -CI, -OH, -SH, -CsN, -CF3/ Ci^Cs 
alkoxy, -IsTRi-aRi-b where Ri-a and Ri-b are -H or Ci-Ce alkyl, 

(VI) - (CH2)ni- (Ri-aryi) where ni is zero or one and where Ri- 
aryi is phenyl, naphthyl, indanyl, indenyl, dihydronaphthayl , 

25 or tetralinyl each of which is optionally substituted with one, 
two, three, four, or five of the following sxibstituents on the 
aryl ring: 

(A) Ci-Ce alkyl optionally substituted with one, two 
or three substituents selected from the group consisting of Ci- 
30 C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -NRi-aRi-b. -CsN, -CF3, and 
C1-C3 alkoxy. 
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(B) C2-C6 alkenyl optionally siibstituted with one, 
two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, and -NRi-aRi-b. 

(C) C2-C6 optionally siibstituted with one, two or 

5 three substituents selected from the group consisting of -F, - 

CI, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, and -NRi^aRi-b/ 

(D) -F, CI, -Br and -I,^ 

(E) -Ci-Ce haloalkoxy 

(F) -C1-C6 alkoxy 
10 (G) -NRn-2Rn-3/ 

(H) -OH, 

(I) -C^, 

(J) C3-C7 cycloalkyl, optionally substituted with 
one, two or three substituents independently selected from the 
15 group consisting of -F, -CI, -OH, -iSH, -C^, -CF3, C1-C3 alkoxy, 

and -NRi-aRi-b/ 

(K) -C0-(Ci-C4 allcyl), 

(L) -S02-NRi.aRl-b/ - ' 

_ (M) -CO-NRi-aRl-b. 
20 (N) -S02-(Ci-C4 alkyl) , 

(VII) -(CH2)nl-{Rl-heteroaryl) where Ri-heteroaryl is Selected from 

the group consisting of pyridinyl, pyrimidinyl, quinolinyl, 
benzothienyl , indolyl, indolinyl, pryidazinyl, pyrazinyl, 
isoindolyl , isoquinolyl', quinazolinyl , quinoxalinyl , 

25 phthalazinyl, imidazolyl, isoxazolyl, pyrazolyl, oxazolyl, 
thiazolyl, indolizinyl, indazolyl, benzothiazolyl , 
benz imidazolyl, benzofuranyl, furanyl, thienyl, pyrrolyl, 
oxadiazolyl, thiadiazolyl , triazolyl, tetrazolyl, 
oxazolopyridinyl, imidazopyridinyl, isothiazolyl, 

30 naphthyridinyl , cinnolinyl , carbazolyl , beta-carbolinyl , 

isochromanyl , chromanyl , tetrahydroisoquinolinyl , isoindolinyl , 
isobenzotetrahydrof uranyl , isobenzotetrahydrothienyl , 
isobenzothienyl , benzoxazolyl , pyridopyridinyl , . . . 
benzotetrahydrof uranyl , benzotetrahydrothienyl , purinyl , 
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benzodioxolyl , triazinyl , phenoxazinyl , phenothiazinyl , 
pteridinyl, benzothiazolyl, imidazopyridinyl, imidazothiazolyl , 
dihydrobenzisoxazinyl, benzisoxazinyl, benzoxazinyl, 
dihydrobenzisothiazinyl , benzopyranyl, benzothiopyranyl , 
5 coumarinyl, isocoiunarinyl, chromonyl, chromanonyl , 

tetrahydroguinolinyl , dihydroquinolinyl , dihydroquinolinonyl / 
dihydroisoquinolinonyl , dihydrocoumarinyl , 
dihydroisocoumarinyl, isoindolinonyl, benzodioxanyl, 
benzoxazolinonyl, pyridinyl-N-oxide, pyrrolyl N-oxide, 

10 pyrimidinyl N-oxide, pyridaziriyl N-oxide, pyrazinyl N-oxide, 
quinolinyl N-oxide, indolyl N-oxide, indolinyl N-oxide, 
isoquinolyl N-oxide, quinazolinyl N-oxide, quinoxalinyl N- 
oxide, phthalazinyl N-oxide, iitiidazolyl N-oxide, isoxazolyl N- 
oxide, oxazolyl N-oxide, thiazolyl N-oxide, indolizinyl N- 

15 . oxide, indazolyl N-oxide, benzothiazolyl N-oxide*, 

benzimidazolyl N~pxide, py;rr.olyl..N-oxi^ N-oxide, 
thiadiazolyl N-oxide,- triazolyl N-oxide, tetrazolyl N-oxide, 
benzothiopyranyl S-oxide, and benzothiopyranyl S,S-dioxide, 
where the Ri-heteroaryi group is bonded to -{CH2)ni- by 

20 any ring atom of the parent Rij-heteroaryi group substituted by 
hydrogen such that the new bond to the Ri-heteroaryi. group 
replaces the hydrogen atom and its bond, where heteroaryl is 
optionally substituted with one, two,, three,, four, or five of: 

(1) Ci-Ce alkyl optionally substituted with one, two 
25 or three substituents selected from the group consisting of Ci- 

Ca alkyl, -F, -Cl, -Br, -I, -OH, 

-SH, -NRi-aRi-b/ -C^, -CF3, and C1-C3 alkoxy, 

(2) C2-C6 alkenyl with one or two double bonds, 
optionally substituted with one, two or three substituents 

30 selected from the group consisting of -F, -Cl, -OH, -SH, -C^, 
-CF3, C1-C3 alkoxy, and -NRi-aRi-br 

(3) C2-C6 alkynyl with one or two triple bonds, 
optionally substituted with one, two or three substituents 
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selected from the group consisting of -F, -^Cl, -OH, -SH, -C^, 
C1-C3 alkosQT, and -NRi-aRi-b/ 

(4) -P, -CI, -Br and -I, 

(5) -Ci-Ce haloalkoxy, 
5 (6) -Ci^Ce alkoxy 

(7) 

(8) -OH, 

(9) -C^, 

(10) C3-C7 cycloallQ^l/ optionally substituted with 
10 one, two or three substituents independently selected from the 

group consisting of -F,- -el, -OH, -SH, -CsN, -CF3, C1-C3 alkoxy, 

and -NRi-aRi~b/ ... - 

(11) -C0-(Ci-C4 alkyl) , 

(12) -S02-NRi.aRl-b/ 
15 (13) -CO-NRi-aRi-b. 

(14) -S02-{Ci-C4 alkyl), with the proviso that when ni 
is zero Ri-heteroaryi is not* bonded to the carbon chain by 
nitrogen, 

(VIII) - (GH2)ni- (Ri-heterocycie) Where ni is as defined above 
20 and Ri-heterocycie is Selected from, the group consisting of 
morpholinyl, thiomorpholinyl, thiomorpholinyl S-oxide, 
thiomorpholinyl S, S-dioxide, piperazinyl , homopiperazinyl , 
pyrrolidinyl, pyrrolinyl, tetrahydropyranyl , piperidinyl, 
tetrahydrofuranyl, tetrahydrothienyl, homopiperidinyl, 
2 5 homomorpholinyl , homothiomorpholinyl , homothiomorpholinyl S , S- 
dioxide , oxazolidinonyl , dihydropyrazolyl / dihydropyrrolyl , 
dihydropyrazinyl , dihydropyridinyl , dihydropyrimidinyl , 
dihydrofuryl, dihydropyrany 1 , tetrahydrothienyl S-oxide, 
tetrahydrothienyl S, S-dioxide, homothiomorpholinyl S-oxide, 
30 dithianyl, pyranyl, dihydrof uranyl , pyrrol idinonyl, 

imidazolidinonyl, imidazolidinondionyl, wherein each of the 
above is optionally fused to a benzene, pyridine, or pyrimidine 
ring, and 
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where the Ri-heterocycie group is bonded by any atom of the 
parent Ri-heteroc/cie group substituted by hydrogen such that the 
new bond to the Ri-heterocyde group replaces the hydrogen atom 
and its bond, where heterocycle is optionally substituted with 
one, two, three or four: 

(1) C1-C6 alkyl optionally substituted with one, two 
or three substituents independently selected from the group 
consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -NRi-aRi- 

b, -C^, -CF3, and C1-C3 alko3C/, 

(2) C2-C6 alkenyl optionally substituted with one, 
two or three substituents selected from the group consisting of 
-F, -CI, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, -NRi-aRi-b/ 

(3) C2-C6 alkynyl optionally substituted with' one, 

two or three substituents independently selected from the group 
consisting of -F, -Cl, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, and - 

NRi-aRl-b» 

(4) -F, -Cl, -Br. and -I, 

(5) Ci-Ce alkoxy, 

(6) -Ci-Ce haloalkoxy, 

(7) -NR».2Rn-3, 

(8) -OH, 

(9) -CsN, 

(10) C3-C7 cycloalkyl, optionally sxibstituted with 
one, two or three siibstituents independently selected from the 
group consisting of -F, -Cl, -OH, -SH 

-CsN, -CF3, C1-C3 alkoxy, and -NRi_aRi-bf 

(11) -C0-(Ci-C4 alkyl), 

(12) -S02-NRi-aRl-b» 

(13) -CO-NRi-aRi-b/ 

(14) 7SO2- (C1-C4 alkyl) , 

(15) =0, with the proviso that when ni is zero Ri- 
heterocyeae is Hot bonded to the carbon chain by nitrogen; 
where R2 is selected from the group consisting of: 
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(II) Ci-Ce alkyl, optionally siibstituted with one, two or 
three substituents independently selected from the group 
consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^n, - 
CF3, C1-C3 alkoxy, and -NRi-^Ri-b/ 

(III) - (CH2) o-4-R30 where R30 is Ri-aryl/ Rl-heteroaryl# Or Ri- 
heterocycle 

(TV) C2-C6 alkenyl with one or two double bonds, 
optionally substituted with one, two or three substituents 
independently selected from the group consisting of 
-F, -CI, -OH, -SH, -C^, -CP3, C1-C3 alkoxy, and -NRi-aRi-b/ 

(V) C2-C6 alkynyl optionally substituted with one, two or 
three substituents independently selected from the group 
consisting of -F, -CI, -OH, -SH, -CsN, -CF3, C1-C3 alkoxy, and - 

NRl-aRl-b/ 

(VI) -(CH2)o.4- C3-C7 cycloalkyl, optionally substituted 
with one, two or three substituents independently selected from 
the group consisting of -F, -CI, -OH, -SH, -C^, -CF3, C1-C3 
alkoxy, and -NRi-aRi-b/ 

where R3 is selected from the group consisting of: 

(I) -H, 

(II) Ci-Ce allq^l, optionally substituted with one,, two or 
three substituents selected from the group consisting of C1-C3 
alkyl, -F, -CI, -Br, -I, -OH, 

-SH, -C^, -CF3, C1TC3 alkoxy, and -NRi-aRi-b/ 

(III) -(CH2)o.4-R3o. 

(IV) C2-C6 alkenyl, 

(V) C2-G6 alkynyl, 

(VI) -(CH2)o-.4- C3-C7 cycloalkyl, optionally substituted 
with one, two or three siibstituents independently selected from 
the group consisting of -F, -Cl, -OH, -SH, -C^, -CF3, C1-C3 
alkoxy, and -NRi.aRi-b# 

or R2 and R3 are taken together with the carbon to which they *" 
are attached to form a carbocycle of three, four, five, six, 
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and seven carbon atoms, optionally where one carbon atom is 
replaced by a heteroatom selected from the group consisting of 
-0-, -S-, -SO2-, -NR11-2-; 
Ru is: 

5 (I) Rn-i-X^i- where Xjsi is selected from the group consisting 

of: 

(A) -CO-. 

(B) 

(C) . -(CR'R'')i^6 wherein 

10 . R' and R" at each occurrence are the same or 

different and are -H, C1-C4 alkyl, phenyl,, or pyridyl • 

(D) -C0-(CR'R*')i-6'-Xii.i wherein Xn-i is selected from 
the group consisting of -O-/ -S- and -NR'-, 

(E) a single bond, and 
15 (F) -C0-(CR'R")i^6- 

where Rn-i is selected from the group consisting of: 
(A) RN-aryi wherein RN-aryi at each occurrence is 
independently phenyl; naphthyl; tetralinyl; indanyl; indenyl; 
dihydronaphthyl ; or 6,7,8, 9- tetrahydro-5H- 
20 benzo[a]cycloheptenyl; each of which is optionally stibstituted 
with 1, . 2, or 3 groups that at each occurrence are 
independently: 

(1) Ci-Ce alkyl, optionally siibstituted with 
one, two or three substituents selected from the group 

25 consisting of C1-C3 alkyl, -F, -CI, -Br, -I, 

-OH, -SH, -CSN, -CF3, C1-C3 alkoxy, and -NRi_aRi-b, wherein Ri_a 
and Ri_b at each occurrence are independently H or Ci-Ce alkyl, 

(2) -OH, 

(3) -NO2, 

30 (4) -F, -CI, -Br, -1/ 

(5) -CO2H, 

(6) -C^, 
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(7) - (CH2)o-4-CO-NRn-2Rn-3 wherein at each 
occurence and Rn-3 are the same or different and are 
selected from the group consisting of: 

(a) -H, 

(b) -Ci-Cs alkyl optionally substituted 
with one substituent selected from the group consisting of: 

(i) -OH, 

(ii) -NR'R'' 

(iii) phenyl, 

(c) -Ci-Ca alkyl optionally substituted 
with 1, 2, or 3 groups that are independently -P, -CI, -Br, or 
-I, ' 

(d) -Ca-Cs cycloalkyl, 

-..H.,..,....-,.. -(C1-C2 alkyl)-(C3-C8 cycloalkyl) , 

(f) -(Ci-Ce alkyl) -0-(Ci-C3 alkyl), 

(g) -C2-C6 alkenyl, 

(h) -C2-C6 alkynyl, 

(i) -Ci-Ce alkyl chain with one double bond 

and one triple bond, 

(j) -Rl-arylf 
* - (k) -Ri-heteroaryl / 

(1) ""Rl-heterocyle / Or 

(m) Rn-2/ Rn-3 and the nitrogen to which they 
are attached form a 5, 6, or 7 membered heterocycloalkyl or 
heteroaryl group, wherein said heterocycloalkyl or heteroaryl 
group is optionally fused to a benzene, pyridine, or pyrimidine 
ring, and said groups are xinsxibstituted or substituted with 1, 
2, 3, 4, or 5 groups that at each occurrence are independently 
Ci-Cs alkyl, Ci-Cg alkoxy, halogen, halo Ci-Ce alkyl, halo Ci-Ce 
alkoxy, -CN, -NO2/ -NH2/ NH(Ci-C6 alkyl)*, N{Ci-C6 alkyl) (Ci-Ce 
alkyl), -OH, -C(0)NH2, -C (0)NH(Ci-C6 alkyl), -C(0)N{Ci-C6 
alkyl) (Ci-Ce alkyl), Ci-Ce alkoxy Ci-Ce alkyl, Ci-Ce thioalkoxy, 
and Cx-Ce thioalkoxy Ci-Ce alkyl; 

(8) - (CR'R'')o-4CO-OR' 
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(B) -RN-heteroaryl where Rw-heteroaryi is Selected from the 
group consisting of pyridinyl, pyrimidinyl , quinolinyl, 
benzothienyl, indolyl, indolinyl, pryidazinyl, pyrazinyl, 
isoindolyl , isoquinolyl , quinazolinyl , guinoxalinyl , 
5 phthalazinyl , imidazolyl, isoxazolyl, pyrazolyl, oxazolyl, 
thiazolyl , indolizinyl , indazolyl , benzisothiazolyl , 
benz imidazolyl, benzof uranyl , furanyl, thienyl, pyrrolyl, 
. oxadiazolyl, thiadiazolyl, triazolyl,. tetrazolyl, 
oxazolopyridinyl , imidazopyridinyl , isothiazolyl , 

10 naphthyridinyl, cinnolinyl, carbazolyl, beta-carbolinyl, 

isochromanyl , chromanyl , tetrahydroisoquinolinyl , isoindolinyl , 
isobenzotetrahydrof uranyl , isobenzotetrahydrothienyl , 
isobenzothienyl , benzoxazolyl , pyridopyridinyl , 
benzote trahydro f uranyl , benzotetrahydro thi enyl , pur inyl , 

• 15 benzodioxolyl, triazinyl, henoxazinyl, phenothiazinyl, 
pteridinyl, benzothiazolyl, imidazothiazolyl, 
dihydrobenzisoxazinyl , benzisoxazinyl , benzoxazinyl, 
dihydrobenzisothiazinyl , benzopyrahyl , benzothiopyranyl , 
coumarinyl, isocouraarinyl, chromonyl, chromanonyl, 

20 tetrahydroquinolinyl, dihydroquinolinyl , dihydroguinolinonyl,. 
dihydroisoquinolinonyl / dihydrocoumarinyl , 
dihydroisocoumarinyl, isoindolinonyl, benzodioxanyl, 
benzoxazolinonyl; pyridinyl-N-oxide, pyrrolyl N-oxide, 
pyrimidinyl N-oxide, pyridazinyl N-oxide, pyrazinyl N-oxide, 

25 quinolinyl N-oxide, indolyl N-oxide, indolinyl N-oxide, 

isoquinolyl N-oxide, quinazolinyl N-oxide, quinoxalinyl N- 
oxide, phthalazinyl N-oxide, imidazolyl N-oxide, isoxazolyl N- 
oxide, oxazolyl N-oxide, thiazolyl N-oxide, indolizinyl N- 
oxide, indazolyl N-oxide, benzothiazolyl N-oxide, 

30 benzimidazolyl N-oxide, pyrrolyl N-oxide, oxadiazolyl N-oxide, 
thiadiazolyl N-oxide, triazolyl N-oxide, tetrazolyl N-oxide, 
benzothiopyranyl S-oxide, benzothiopyranyl S,S-dioxide, 
imidazopyrazolyl , quinazolinonyl , pyrazopyridyl , 
benzooxadiazolyl , dihydropyrimidinonyl , and 
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dihydrobenzfiiranonyl, where each of the above is optionally 
fused to a benzene, pyridine, or pyrimidine ring, 

where the Rs-heteroaryi group is bonded by any atom of 
the parent Rti-heteroatyi group substituted by hydrogen such that 
the new bond to the RH-heteroaryi group replaces the hydrogen atom 
and its bond, where heteroaryl is optionally stibstituted with 
one, two, three, or foMx of: 

(1) Ci-Ce alkyl, optionally substituted with 
one, two or three substituents independently selected from the 
group consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, - 
C^, -CF3, C1-C3 alkoxy, and -NRi-aRi-b, 

(2) -OH, 

(3) -NO2, 

(4) -F, -CI, -Br, -I, 

(5) -CO2H, ■; — 

(6) -C^, 

(7) -(CH2)o-4-CO-NRk-2Rh.3, 

(8) - (CH2) 0-4-CO- {Ca-Ci2 alkyl) , 

(9) - (CH2) 0-4-CO- (C2-C12 alkenyl). 



(10) 


-(CH2)o- 


i-CO-(C2-Ci2 alkynyl). 


(11) 


-(CH2)o- 


a-CO-(C3-C8 cycloallQ'l) , 


(12) 


-(CH2)oH 


J-CO-Ri_aryl, 


(13) 


-(CH2)oH 


l~CO-Ri_heterocu:yl , 


(14) 


-(CH2)oH 


1 ~ CO-Ri-heteroeycle > 


(15) 


-(CH2)o-^ 


1-C0-Rn_4 


(16) 


-(CH2)o.< 


I-CO2-R11-5 


(17) 


-(CH2)o-< 


I-SO2-NRN-2RN-3, 


(18) 


-(CH2)o-< 


i-SO-(aryl Ci-Cs alkyl). 


(19) 


-{CH2)o-< 


i-S02.(Ci-Ci2 alkyl). 


(20) 


-(CH2)o-4 


i-S02-(C3-C8 cycloalkyl) , 


(21) 


-(CH2)o-< 


-N(H or Rh-s )-C0-0-Rn-5, 


(22) 


-(CH2)o-4 


-N(H or Rn-5 )-CO-N(Rn.5)2, 


(23) 


-(CH2)o-4 


-N-CS-N(R„.5)2, 


(24) 


-(CH2)o-4 


-N(-H or Ri,_5)-CO-Rh.2, 
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(25) 


- ( CH2 ) o-4-NR»-2l^-3 1 


(26) 


-(CH2)o-4-Rm-4/ 


(27) 


- (CH2) 0-4-0-CO- (Ci-Cs alkyl) , 


(28) 


- (CH2) 0-4-O-P (0) - (ORioo) 2, 


(29) 


- (CH2 ) 0-4-O-CO-N (Rk-b) 2 , 


(30) 


- (CH2 ) 0-4-6-CS-N (Rn-b) 2 . 


(31) 


-(CH2) 0-4-0- (Rh-s), 


(32) 


- (CH2 ) 0-4-0- (Rh-s) -COOH, 


(33) 


-(CH2)o-4-S-(R»-5), 


(34) 


- (CH2) 0-4-0- (Ci-Ce allQrl optionally 



siibstituted with one, two, three, four, or five of .-F) , .. .. . 

(35) C3-C8 cycloalkyl, 

(36) C2-C6 alkenyl optionally substituted with 
Ci-C3.alkyl, -F, ~C1, -Br, -I, -OH, -SH, -C^, -CF3, C1-C3 
alkoxy, or -NRi-aRi-b/ • 

(37) C2-C6 alkynyl optionally sxibstituted with 
C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, '-CF3, C1-C3 
alkoxy, or -NRi-aRi-br 

(38) -(CH2)o.4"N(-H or Rn.5)-S02-Rn.2/ 

(39) -(CH2)i-4- C3-C8 cycloalkyl, 

(C) .Rw-aryl-W-RN-aryl/ 

(D) RN-aryl~W-RN-heteroaryl/ 

( E ) RN-aryl - W-Ri-heterocycle / t 
( P ) RN-heteroaryl ""W-RN-aryl / 

( G ) RN-heteroaryl '"W-RN-heteroaryl t 

(H) RN-heteroaryl ~W-Ri-heterocycle# 

(I) RN-heteroc^le"W-RN-aryl / 

(J) Rn -heteroeycle-W-RN-heteroaryl / 
(K) Rn 

-heterocycle— W— Ri-heterocycle / 

where W is 

(1) -(CH2)l-4-, 

(2) -0-, 

(3) -S(0)o-2-. 

(4) -N(Rh.5)-, 
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(5) -CO-; or 

(6) a bond; 

(11) -CO-(Ci-Cio alkyl) wherein the alkyl is optionally 
substituted with one two or three s\ibstituents independently 
5 selected from the group consisting of: 

(A) -OH, 

(B) -Ci-Ce alko3^, 

(C) - -Ci-Ce thioalkoxy, 

(D) -CO2-RN-8 where Sh-b at each occurrence is 

10 independently -H, Ci-Ce alkyl or -phenyl which is optionally 
substituted with 1 or 2 groups that are independently halogen, 
C1-C4 alkoxy, C1-C4 alkyl or -C{0)NH2, 

(E) -CO-NRn-2Rh-3 » . 

(F) -C'O-Rn-4, 

(G) -S02-(Ci-C8 alkyl), ' 

(H) -S02-NRi,.2Rn-3# 

(I) -NH-C0-(Ci-C6 alkyl) , 
(J) -NH-CO-O-Rn-8. 
(K) -NRn.2I^-3/ 

(L) -R|T_4, 

(M) -0-C0-(Ci-C6 alkyl) , 
(N) -0-CO-N%.8Rn-8 / 
(0) -0-{Ci-C5 alkyl) -COOH, 

(P) -0-(Ci-C6 alkyl optionally substituted with one, 
or three groups that are independently -F, -CI, -Br, or - 

(Q) -NH-SO2- (CirCe .alkyl) , 

(R) halogen, 

(S) -N(H or Rn-5)-S02-Rn-2, 

(T) -N(H or Rn-5)-C0-(Rm-2) , and 

(U) -SO2-RN-2, 

(V) RN-aryi; 
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(III) -C0-(Ci-C6 alkyl)-0-{Ci-C6 alkyl) wherein each alkyl 
is Tinsiibstituted or independently s\ibstituted with one, two, or 
three substituents selected from the group consisting of : 

(A) -OH, - 

(B) -Ci-Ce alkoxy, 

(C) -Ci-Ce thioalkoxy, 

(D) -C0-0-Rh_8, 

(E) -CO-NI^-2Rn-3, 

(F) -CO-I^.4, 

(G) -SO2- (Ci-Cs alkyl) , 

(H) -S02-NR|,.2Rm-3» 

(I) -NH-C0-(Ci-C6 -alkyl)-, 
(J) -NH-CO-O-Rh-8, 

(K) -NRm.2Rn-3/ 

(L) -Rk-4, 

(M) -0-C0-(Ci-C6 alkyl), 

(N) -0-CO-NRn-8Rn-8» 

(0) -0-(Ci-C5 alkyl) -CO2H, 

(P) -0-(Ci-C6 alkyl optionally siibstituted with 

one, two, or three groups that are independently -P, -CI, -Br, 
or -I), . . 

(Q) -NH-SO2- (Ci-Ce alkyl), 

(R) halogen, 

(S) -N{H or Rn-5)-S02-Rn-2, 

(T) -N(H or Rn-5)-CO-(Rn-2) , 

(U) -S02-B«-2, and 

(V). RN-aryi; 

(IV) -C0-(Ci-C6 alkyl) -S-(Ci-C6 alkyl) wherein each alkyl 
is" xmsubstituted or substituted with one, two, or three of 
substituents independently selected from the group consisting 
of: 

(A) -OH, 

(B) -Ci-Ce alkoxy, 

(C) -Ci-Ce thioalkoxy. 
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(D) -CO-O-Rn-b, 

(E) -CO-NRM.2R11-3 , 

(F) -CO-Rn-4, 

(G) -S02-(Ci-C8 alkyl), 
5 (H) -SO2-NRN-2RH-3/ 

(I) -NH-C0-(Ci-C6 alkyl) , 

(J) -NH-CO-O-Rn-s, 

(K) -NR|,-2Rm-3» 

(L) -Rii-4, 

10 (M) -0-CO-(Ci-C6 alkyl); 

(N) -O-CO-NRH-eRu-B/ • 

(O) -0-(Ci-C5 alkyl) -COOH, 

(P) -0- (Ci-Ce alkyl optionally substituted with one, 

two, or three groups that are independently -F, -CI, -Br, or 
15 I), 

(Q) -NH-S02-(Ci-C6 alkyl), 

(R) halogen, 

(S) -N(H or R«.5)-S02-Rm-2, 

(T) -N(H or Rn.5)-CO-(Rn.2) , 

20 (U) -S02-Rm-2» and 

. (V) RN-aryi; 

(V) -CO-CH (- (CH2) 0-2-O-Rii-lo) - (CH2) 0-2- (RN-aryl Or Rn-heteroaryl ) ) 

wherein 

Rn_io is selected from the group consisting of: 

25 (1) -H, 

(2) Ci-Ce alkyl, 

(3) C3-C8 cycloalkyl, 

(4) C2-C6 alkenyl, 

(5) C2-C6 alkynyl, 

30 (6) Ri-aryl/ 

( 7 ) I^-heteroaryl , 
( 8 ) Ru-heterocyele , 
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(VI) -CO-(C3-C8 cycloalkyl) where the cycloalkyl group is 
optionally substituted with one or two siibstituents 
independently selected from the group consisting of: 

(A) -(CH2)o-4-OH, 

(B) - (CH2) 0-4-C1-C6 alkoxy, 

(C) - (CH2) 0-4-C1-C6 thioalkoxy, 

(D) -(CH2)o-4-CO-0-Rn-b, 

. (E) -(CH2)o-4-CO-NRh-2Rm-3/ 

(F) -(CH2)o-4-CO-Rn-4, 

(G) -(CH2)o-4-S02- (Ci-C8 alkyl) > 

(H) -(CH2)o-4-S02-NRk-2R»-3/ - 

(I) -(CH2)o-4-NH-CO-(Ci-C6 alkyl) , 
(J) -NH-CO-O-Rn-b, 

(K) -(CH2)o-4-NR»-2Rn-3/ 

(L) -(CH2)0-4-K»-4' 

(M) -0-C0-(Ci-C6 alkyl), 

(N) -O-CO-NRn-bRn-B/ 

(0) -0-(Ci-C6 alkyl) -CO2H, 

(P) -0-(Ci-C6 alkyl optionally substituted with one, 
two, or three groups that are ind^endently selected from -F, 
Cl, -Br, and -I) , 

(Q) -NH-S02-(Ci-C6 alkyl), 

(R) halogen, 

(S) -N(H or Rn-5)-S02-Rn-2, 
(T) -N(H or Rn-5)-CO-(Rm.2)', 
(U) -SO2-RN-2/ and .. 

(V) RN-aryi; 

where Rc is: 

(I) -Ci-Cio allq^l optionally s\JLbstituted with one, two or 
three substituents selected from the group consisting of C1-C3 
alkyl, -F, -Cl, -Br, -I, -OH,.. 
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-SH, -C^, -CF3, Ci-Ce alkoxy, -0-phenyl, -NRi_aRi-b/ -0C=O NRi- 
aRi-b, -S (=0)0-2 Ri-a» - NRi.aC=0 NRi-aRi-b* -C=0 NRi-aRi-b/ and - 

S(=0)2 NRi-aRl-b, 

(II) -(CH2)o-3- (C3-C8) cycloalkyl where cycloalkyl can be 
optionally substituted with oiie, two or three substituents 
independently selected from the group consisting of C1-C3 
alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3, Ci-Cg alkoxy, -0- 
phenyl, -CO2H, -CO2- (C1-C4 alkyl), and -NRi-aRi-b, 

(III) - (CRc-xRc-y) 0-4-Rc-aryi at each occurrence is 
independently phenyl; naphthyl; tetralinyl; indanyl; indenyl; 
dihydronaphthyl ; or 6, 7, 8, S-tetrahydro-SH- 
benzo [a] cycloheptenyl; each of which is optionally substituted 
with 1, 2, or 3 groups that at each occurrence are 
independently: 

(1) Ci-Ce alkyl, optionally substituted with one, two 
or three substituents selected from the group consisting of Ci- 
C3 alkyl, -F, -CI, -Br, -I, 

-OH, -SH, -C^, -CF3, C1-C3 alkoxy, and -NRi-gRi-b/ 

(2) -OH, 

(3) -NO2, 

(4) -F, -CI, -Br, -I, • 

(5) -CO2H, 

(6) -C^, and 

{ 7 ) - ( CH2 ) o-4-CO-NI^-2Rm-3 ; 
where Rc-x and Rc-y are independently 
-H> 

C1-C4 alkyl optionally substituted with one or two - 

OH, 

C1-C4 alkoxy optionally substituted with 1, 2,. or 3 - 

F, 

- (CH2)o-4-C3-C8 cycloalkyl, 
C2-C6 alkenyl, 
C2-C6 alkynyl, and 
phenyl , 
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or Rc-x and Rc-y are taken together with the carbon to which 
they are attached to form a carbocycle of three, four, five, 
six and seven carbon atoms / optionally where one carbon atom is 
replaced by a heteroatom selected from the group consisting of 
5 -0-, -S-, -SO2-/ and Rc-aryi is defined as is defined 

above ; 

(IV) - (CRc-xRc-y) 0-4-Rc-heteroaryi where Rc-heteroaryi at each 
occurrence is independently selected from the group consisting 
of pyridinyl, pyrimidinyl, guinolinyl, benzothienyl, indolyl, 

10 indolinyl, pryidazinyl, pyrazinyl, isoindolyl, isoquinolyl, 
quinazolinyl, quinoxalinyl, phthalazinyl, imidazolyl, 
isoxazolyl, pyrazolyl, oxazolyl, thiazolyl, indolizinyl, 
. indazolyl, benzoisothiazolyl , benzimidazolyl , benzofuranyl, 
furanyl, thienyl, pyrrolyl, oxadiazolyl, thiadiazolyl , 

15 triazolyl, tetrazolyl, oxazolopyridinyl , isothiazolyl, 
naphthyridinyl,^._-cinnolinyl, carbazolyl, beta-carbolinyl, 
isochromanyl, chromanyl, tetrahydroisoquinolinyl, isoindolinyl, 
isobenzotetrahydrofuranyl, isobenzotetrahydro thienyl, 
isobenzothienyl , benzoxazolyl , pyridopyridinyl , 

20 benzdtetrahydrbfuranyl, benzotetrahydrothienyl, purinyl, 
benzodioxqlyl, triazinyl, henoxazinyl, phenothiazinyl, 
pteridinyl , benzothiazolyl , imidazopyridinyl , imidazothiazolyl , 
dihydrobenzisoxazinyl , benzisoxazinyl , benzoxazinyl , 
dihydrobenzisothiazinyl , benzopyranyl , benzothiopyranyl , 

25 -coiimarinyl, isocoumarinyl, chromonyl, chromanonyl, 

tetrahydroquinolinyl , dihydroquinolinyl , dihydroguinolinonyl , 
dihydroisoguinolinonyl , dihydrocoumarinyl , 
dihydroisocoumarinyl , isoindolinonyl , benzodioxanyl , 
benzoxazolinonyl , imidazopyrazolyl , quinazolinonyl , 

30- pyrazopyridyl , benzooxadiazolyl, dihydropyrimidinonyl , 

dihydrobenzofurcuionyl, pyridinyl -N-oxide, pyrrolyl N-oxide, 
pyriiaidinyl N-oxide, pyridazinyl N-oxide, pyrazinyl N-oxide, 
quinolinyl N-oxide, indolyl N-oxide, indolinyl N-oxide, 
isoquinolyl N-oxide, quinazolinyl N-oxide, quinoxalinyl N- 
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oxide, phthalazinyl N-oxide, imidazolyl N-oxide, isoxazolyl N- 
oxide, oxazolyl N-oxide, thiazolyl N-oxide, indolizinyl N- 
oxide, indazolyl N-oxide, benzothiazolyl N-oxide, 
benzimidazolyl N-oxide, pyrrolyl N-oxide, oxadiazolyl N-oxide, 
5 thiadiazolyl N-oxide, triazolyl N-oxide, tetrazolyl N-oxide, 
benzothiopyranyl S-oxide, and benzothiopyranyl S,S-dioxide, 
where the Rc-heteroaryi group is bonded by any atom of the 
parent Rc-heteroaryi group substituted by hydrogen such that the 
new bond to the Rc-heteroaiyi group replaces the hydrogen atom and 
10 its bond, where heteroaryl is optionally substituted 1, 2, 3, 
or 4 groups that are independently: 

(1) Ci-Ce alkyl, optionally substituted with 1, 2, or 
3 cproups independently selected from the group consisting of 
C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, -SH, -C^, -CF3, C1-C3 

15 alkoxy, and -NRi_aRi-b/ 

(2) -OH, 

(3) -NO2, 

(4) -F, -Cl, -Br, -I, 

(5) -CO-OH, 
20 (6) -C^, 

(7) -(CH2)o-4-CO-NR»-2Rn.3, 

(8) -(CH2)o-4-CO-(Ci-Ci2 alkyl), 

(9) -(CH2)o-4-CO-(C2-Ci2 alkenyl), 

(10) -(CH2)o-4-CO-(C2-Ci2 alkynyl), 
25 (11) -(CH2)o-4-CO-(C3-C7 cycloalkyl) , 

( 12 ) - (CH2 ) 0-4-CO-Ri_aryl , 

( 13 ) - (CH2 ) 0-4-CO-Ri-heteroaryl , 

(14) -(CH2)o-4-CO-Ri.heterocycle, 

(15) -(CH2)o-4-CO-Ri,-4, 

30 (16) -(CH2)o-4-CO-0-Rm-5, 

(17) -(CH2)o-4-S02-NRh.2Rm-3, 

(18) -(CH2)o-4-SO-(Ci-C8 alkyl), 

(19) -(CH2)o-4-S02-(Ci-Ci2 alkyl), 

(20) -(CH2)o-4-S02-(C3-C7 cycloalkyl), 
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(21) -(CH2)o 

(22) -(CH2)o 

(23) -(CH2)o 

(24) -(CH2)o 

(25) -(CH2)o- 

(26) -(CH2)o- 

(27) -(CH2)o 

(28) -{CH2)o 

(29) -(CH2)o- 

(30) -(CH2)o 

(31) -(CH2)o- 

(32) -(CH2)o- 

(33) ..^..(CH2)o 



4-N(H or Rh-s )-C0-0-Rh-5, 
4-N(H or Bm-s )-C0-N(P|,.5)2, 

4-N-CS-N(Rh.5)2/ 
4-N(-H or Rh_5)-CO-Rh.2, 
4-in^.2Pi|.3i 
4-Rn-4/ 

4-0-CO- (Ci-Ce alkyl) , 

4-0-P(0)-(ORioo)2/ 
4-0-CO-N(Rn-5)2, 
4-0-CS-N(Rm-5)2/ 
4-0-(Rh.5).,. 

4-0-(Rm.5)-COOH, 

4-S-(Rk.5) / ■ 

4-0- (Ci-Ce alkyl optionally substituted 



(34) -(CH2)o- 
with one, two, three, four, or five of -F) , 

(35) C3-C8 cycloalkyl, 

(36) C2-C6 alkenyl optionally stibstituted with C1-C3 
alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, or 
-NRi-aRi-b/ 

(37) C2-C6 alkynyl optionally siibstituted with C1-C3 
alkyl, -P, -CI, -Br, -I, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, or 

■ -NRi-aRi-b, 

(38) -(CH2)o-4-N(-H or Rjj-s) -SO2-RN-2, and 

(39) -( CH2) 1-4- (C3-C8 cycloalkyl) , 
(V) -(CRc-xRc-y)o-4-Rc Rc 

( VI ) - { CRc-xRc-y ) 0-4""Rc-aryl"Rc-heteroaryl / 
{ VTI ) - ( CRc-xRc-y ) 0-4"Rc-heteroaryl-Rc-aryl / 

(VIII ) - (CRc-xRc-y) 0-4"Kc-heteroaryl-Rc-heteroaryl / 

(IX) - (CRc-xRc-y)o-4-Hc-aryX-RC"-heterocycle/ wherein 

Rc-heterocycie is Selected from the group consisting of 
itiorpholinyl, thiomorpholinyl/ thiomorpholinyl S-oxide, 
thiomorpholinyl S , S-dioxide , piperazinyl / homopiperazinyl , 
pyrrolidinyl, pyrrolinyl, tetrahydropyranyl , piperidinyl, 
tetrahydrof uranyl , tetrahydrothienyl , homopiperidinyl , 
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hompmorpholinyl , homo thiomorpholinyl , homothiomorpholinyl S , S- 
di oxide , oxazolidinonyl , dihydropyrazolyl , dihydropyrrolyl , 
dihydr opyraz inyl , dihydr opyr idinyl , dihydr opyr imidinyl , 
dihydrof uryl , dihydropyranyl , tetrahydrothienyl S-oxide, 
5 tetrahydrothienyl S,S-di oxide, homothiomorpholinyl S-oxide, 
di thianyl , pyranyl , dihydrof iiranyl , pyrrol idinonyl , 
imidazolidinonyl, imidazolidinondionyl, wherein each of the 
above is optionally fused to a benzene, pyridine, or pyrimidine 
ring, and 

10 where the Ri-heterocycie group is bonded by any atom of the 

parent Ri-heterocycie group sxibstituted by hydrogen such that the 
new bond to the Ri-heterocycie group replaces the hydrogen atom 
and its bond, where heterocycle is optionally substituted with 
one, two, three or four: 

15 (1) Ci-Ce alkyl optionally substituted with one, two 

or three substituents independently selected from the group 
consisting of C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -NRi-aRi- 
b/ -C^, -CF3, and C1-C3 alkoxy, 

(2) C2-C6 alkenyl optionally substituted with one, 

20 two or three substituents selected from the group consisting of 
-F, -CI, -OH., -SH, -CsN, -CF3, C1-C3 alkoxy, -NRi-aRi-br 

(3) C2-C6 alkynyl optionally substituted with one, 
two or three substituents. independently selected from the group 
consisting of -F, -CI, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, and - 

25 NRi-aRi-b/ 

(4) -F, -CI, -Br and -I, 

(5) Ci-Ce alkoxy, 

(6) -Ci-Ce haloalkoxy, 

(7) -NRn-2Rn-3/ 

30 ' (8) -OH, 

(9) -C-N, 

(10) C3-C7 cycloalkyl, optionally substituted with 
one, two or three sxibstituents independently selected from the 
group consisting of -F, -CI, -OH, -SH 

-966- 



wo 03/040096 




PCTAJS02/36O72 



-CSN, -CF3, C1-C3 alkoxy, and -NRi_aRi-b/ 
(11) -C0-(Ci-C4 alkyl)". 



(12) -S02-NRi.aRi.b, 



(13) -CO-NRi-aRi-b, 



5 



(14) -S02-(Ci-C4 alkyl) , 



(15) =0, with the proviso that when ni is zero Ri. 



10 



heterocycle is not bonded to the carbon chain by nitrogen; 

(X) — (CRc-xRc-y) 0-4~Rc-h«teroaryl~Rc-heterocycle» 

( XI ) - ( CRc-xRc-y) 0-4~Rc-heterocycle~Rc-aryl » 

(XII) - (CRc-xRc-y) 0-4"Rc-heterocyele-Rc-heteroaxyl» 




(XIV) -(CRc-xRc-y)o-4-Rc -heterocycle / 

(XV) -[C(Rc-i) {Rc-2) ]a-3-C0-N- (Rc-3)2 where Rc-i and Rc-2 are 
the same or different"'" and are selected from the group 

15 consistihg''bf 



two or three substituents selected from the group consisting of 

C1-C3 allcyl, -F, -CI, -Br, -I, -OH, 
20 -SH, -C^, -CF3, Ci-Ce alkoxy, -0-phenyl, and -NRi-aRii 

(C) C2-C6 alkenyl optionally substituted with one, 

two or three substituents selected from the group consisting of 

C1-C3 alkyl, -F, -CI, -Br, -I, -OH, -SH, -CsN, -CF3, Ci-Ce 

alkoxy, -0-phenyl, and -NRi-aRi-b/ 
25 (D) C2-C6. alkynyl optionally siibstituted with one, 

two or three substituents selected from the group consisting of 

C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, -SH, -C^, -CF3, Ci-Ce 

alkoxy, -O-phenyl, and -NRi-aRi-b# 

(E) -(CH2)i.2-S(0)o-2-(Ci-C6 alkyl), 
30 (F) - (CH2) 0-4-C3-C8 cycloalkyl, optionally substituted 

with one, two or three substituents selected from the group 

consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, -SH, -C=N, - 

CF3, Ci-Ce alkoxy, -O-phenyl, and -NRi-aRi-b 



(A) -H, 



(B) -C1-C6 alkyl, optionally substituted with one, 



(G) - (C1-C4 allQ^l) -Rc-aryl/ 
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( H ) - ( C1-C4 alkyl ) -Rc-heteroaryl / 
( I ) - ( C1-C4 alky 1 ) -Rc-heterocycle / 

(J) -Rc 

(K) -Rc -heterocycle t 

5 (M) -(^2)1-4-1^-4- (CH2)o"4-Rc.aryi where Rc-4 is -S- 

or 

-K!Rc-5- where .Rc-5 is Ci-Ce alkyl, 

(N) - (CH2) 1-4-RC-4- (CH2) 0-4 -Rc-heteroaryl f 

(0) -Rc-aryl/ 

10 and where Rc-3 at each occurrence is the same or different and 
is: 

(A) -H, 

(B) -Ci-Ce alkyl optionally substituted with one, two 
or three substituents independently selected from the group 

15 consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, -SH, -C=N, - 
CF3, Ci-Ce alkoxy, -0-phenyl, and -NRi-aRi-b/ 

(C) C2-C6 alkenyl with one or two double bonds, 
optionally siabstituted with one, two or three substituents 
independently selected from the group consisting of C1-C3 

20 alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3/ Ci-Ce alkoxy, -O- 
phenyl, and -^NRi-aRi-bf 

(D) C2-C6 alkynyl optionally substituted with one, two 
or three substituents independently selected from the group 
consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, -SH, -C=N, - 

25 CF3/ Ci-Ce alkoxy, -0-phenyl, and -NRi-aRi-b/ 

(E) - {CH2)o-4-C3-C8 cyclbalkyl, optionally substituted 
with one, two or three substituents independently selected from 
the group consisting of .Ci-Cs alkyl, -F, -Cl, -Br, -I, -OH, - 
SH, -C=N, -CF3, Ci-Ce alkoxy, -O-phenyl, -NRi-aRi-b/ 

30 (F) -Rc-aryl/ 

(G) -Rc -heteroaryl t 

(H) -Rc -heterocycle / 

(1) -(C1-C4 alkyl) -Rc-aryl, 

J) - (C1-C4 alkyl ) -Rc-heteroaxyl/ 

-968- 



wo 03/040096 ^ ^ PCT/US02/36072 

(K) -(C1-C4 alkyl)-Rc -heterocyde / 

(XVI) -CH(Rc-axyl)2, 

( XVII ) -CH ( Rc-heteroaryX ) 2 » 

(XVIII ) -CH (Rc-aryl ) (Rc-heteroaryl ) . 

5 (XIX) -cyclopentyl , -cyclohexyl, or -cydoheptyl ring 

fused to Rc-aryl or Rc-hetoroaryi or Rc-heterocycie / where One carboH of 
cyclopentyl, cyclohexyl, or -cydoheptyl is optionally replaced 
vath NH, NRn-5, 0, S (=0)0-2 . and where cyclopentyl, cyclohexyl, 
or -cydoheptyl can be optionally substituted with one or two - 
10 C1-C3 allcyl, -F, -OH, -SH, -C^, -CF3, Ci-Ce alkoxy, =0, and - 

NRl-aRi-b/ 

(XX) C2-C10 alkenyl optionally sxibstituted with one, two or 
three substituents selected from the group consisting of C1-C3 
alkyl, -F, -CI, -Br, -I, -OH, -SH, -C^, -CF3, Ci-Ce alkoxy, -O- 

15 phenyl, and -NRi-aRi-b/ 

(XXI) C2-C10 alkynyl optionally substituted with one, two 
or three stibstituents selected from the group consisting of Ci- 
C3 alkyl, -F,. -CI, -Br, -I, -OH, sSH,. -C^/ .-CF3, Ci-Ce alkoxy, 
-0-phenyl, and -NRi.aRi-b» 

20 (XXI) - (CH2)o-i-CHRc-6-(CH2)o-i-Rc-aryi where Rc-6 is -(CH2)o-6- 

OH, 

. (XXII) - (CH2)o-l-CHRc-6- (CH2) 0-1 -Rc-heteroaryl/ 

. (XXIII) -CH( -Rc-aryl or Rc-heteroaryl) -CO2 (C1-C4 alkyl), 
(XXIV) -CH(-CH2-0H)-CH(-0H)- NO2, 
25 (XXV) (Ci-Ce alkyl) -0- (Ci-Ce alkyl) -OH, 

(XXVII) -CH2-NH-CH2-CH(-0-CH2-CH3)2. 

(XXVIII) -H, 

(XXIX) -(CH2)o-6-C(=NRi_a) (NRi-aRi-b) ; 

R25 at each occurrence is independently selected from the 
30 group consisting of hydrogen, Ci-Ce alkyl, Ci-Ce alkoxy, Ci-Cs 
alkoxy Ci-Ce alkyl, hydroxy Ci-Ce alkyl, halo Ci-Ce alkyl, Ci-Ce 
alkanoyl, each of which is unsubstituted or substituted with 1, 
2, 3, or 4 groups independently selected from halogen, alkyl, 
hydroixy, alkoxy, and NH2/ and -R26-R27» wherein 
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R26 is selected from the group consisting of '-0(0)-/ 
-SO2-, -CO2-, -C(0)NH-, and -C{0)N{Ci-C6 alkyl)-; 

R27 is selected from the group consisting of Ci^Ce 
alkyl, Ci-Ce alkoxy, aryl Ci-Ce alkyl, heterocycloalkyl , and 
heteroaryl, wherein each of the above is unsubstituted or 
substituted with 1, 2, 3, A, or 5 groups that are independently 
C1-C4 alkyl, C1-C4 alkoxy, halogen, haloalkyl, hydroxyalkyl , - 
C(0)NH2r NH2/ NH{Ci-C6 alkyl), NCGi-Ce alkyl) (Ci-Ce alkyl), - 
C(0)NH(Ci-C6 alkyl), -C{0)N(Ci-C6 alkyl) (Ci-Ce alkyl). 



m is 0-5; 

B is aryl or heteroaryl optionally substituted with one or two 
groups independently selected from Re, R'6# R' '6 and R'^'e/ 
or . 

B is cycloalkyl or heterocycloalkyl optionally, siabstituted with 
one, two, three, four, five, six, seven or eight groups 
independently selected from Rssa Rebr R'6a# R'6b# .R''6af 
R' '6b, R' "6a and R' ' 'eb; 

Ci-Cs alkyl, C2-C7 alkenyl or C2-C7 alkynyl, each of which 
is optionally substituted with one, two or three' 
groups selected from -NRR' , -SR, -CN, -OCF3, -CF3, - 
CONRR', -CO2R, -SO2NRR', -0-P(=0) (OR) (OR') . -N(R)- 
C{=0)(R')r -N(R) (SO2R') , -SO2R, -C{=0)R, -NO2, 
hal ogen , - { CH2 ) 0-4 -aryl , and - { CH2 ) 0-4 -heteroaryl or 
R and R' independently are -H, -(Ci-Cio) alkyl, - (CH2) 0-4-Raryif 

- (CH2) 0-4-Rlieteroaryl/ - (CH2) o-4"Rheterocyclyl/ OT 

C2-C7 alkenyl or C2-C7 alkynyl, each of which is optionally 
substituted with one, two or three substituents 
selected from the group consisting of halogen, -OH, 




Z51 



and pharmaceutically acceptable salts thereof wherein 



-970- 



wo 03/040096 



PCT/DS02/36072 



-SH, -C^, -CF3, C1-C3 alkoxy, amino, mono- or 
dialkylamino, and Ci-Ce alkyl, or 
-(CH2)o-4- C3-C7 cycloalkyl optionally sxibstituted with one, 
two or three substituents selected from the group 
consisting of halogen, -OH, -SH, -Csn, -CF3, C1-C3 
alkoxy, amino, mono- or- dialkylamino, and Ci-Ce 
alkyl ; 

benzyl where the phenyl ring is optionally substituted 
with 1-3 groups independently selected from halogen, 
-OH, -iSH, -C^, mono or dialkylamino, Ci-Ce alkoxy, 
or trif luoromethyl; 
Re/ R'6/ R"6. R'"6, Rear Rsb/ R'eai R'eb/ R"6a/ R"6b/ R'"6a and 
R' ' ' 6b independently are -OR, -NO2, halogen, -CO2R, -C^, - 
NRR', -SR, -SO2R, -C(=0)R, -OCF3,..-XF3, -CONTRR' , -SO2NRR', 
-0-P(=0) (OR) (OR'), -N(R){COR'), -N(R) (SO2R' ) , - {C3l2) 0-4-CO- 
NR7R'7, -(CH2) 0-4-0- (CH2)o"4-CONRR\ - (CH2) 0-4-CO- {C1-C12 
alkyl)*, - (CH2)o-4-CO-{C2-Ci2 alkenyl) , - (CH2) 0-4-CO- (C2-C12 
alkynyl), - (CH2) 0-4-CO- (C3-C7 cycloalkyl), - (CH2) 0-4-Raryi/ - 

( CH2 ) 0-4"Rheteroaryl / " ( CH2 ) 0-4-Rheterocyclyl / " ( CH2 ) 0-4~CO-Raryl / 
- (CH2) o-4"-CO-Rheteroafyl, (CH2) '0-4-CO-Rheterocyclyl/ - {CH2) 0-4-CO- 

Rio/ -(CH2)o-4-CO-0-Rii, -(CH2)o-4-S02-NR7R'7/ - (CH2To-4-SO-(Ci- 
Cs alkyl), - (CH2) o.4-S02-(Ci-Ci2 alkyl) , - (CH2) 0-4-SO2- (C3-C7 
cycloalkyl), - (CH2) o-4-N(H or Rii)-CO-0-Rii, - (CH2)o-4-N(H or 
Rii)-C0-N(Rii)2/ -{CH2)o-4-N(H or Ru) -CS-N(Rii)2, - (CH2) o-4-N{- 
H or Rii)-C0-R7/ - (CH2) o-4-NR7R'7. - (CH2) 0-.4-R10/ -(CH2)o-4-0- 
C0-(Ci-C6 alkyl), - (CH2) 0-4-O-P (0) - (0-Raryi) 2, - (CH2) o-4-O-CO- 
' N(Rii)2/ -(CH2)o.4-0-CS-N(Rii)2, - (CH2) o-4-O- (Ru) , -(CH2)o>4-0- 
(Rii)-COOH, -(CH2)o-4-S- (Rii) , C3-C7 cycloalkyl, - (CH2) o-4-N(~ 
H or Rii) -'SO2-R7/ or -(CH2)o-4- C3-C7 cycloalkyl, or 
Ci-Cs alkyl optionally substituted with one, two or three 
groups independently selected from Ci-Ce alkyl, -F, - 
.,.C1, -Br, -I, -OR, -NO2, -F, -CI, -Br, -I, -CO2R, - 
C^, -NRR' , -SR, -SO2R, -C(=0)R, -OCF3, -CF3, -CONRR' , 
-SO2NRR', -0-P(=0) (OR) (OR' ) , -N(R)(COR'), - 
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N(R){S02R'), -(CH2)o-4-CO-NR7R'7, - {CH2)o-4-CO-{Ca-Ci2 
alkyl), -(CH2)o-4-CO-(C2-Ci2 alkenyl), - (CHj) 0-4-CO- (C2-. 
. Ci2 alkynyl), - {CH2) 0-4-CO- (C3-C7 cycloalkyl), -(CH2)o- 

4-Raryl* ~ (CH2) o-4~Rheteroaryli ~ (CH2) o-4~Rheterocyclyl» -(CH2)o- 
4-CO-Raryl/ " (CH2) 0-4-CO-Rheteroaryl, - (CH2) 0-4-CO- 
Rheterocyclyl/ - (CH2 ) 0-4-CO-Rio , " ( CH2 ) o-4-CO-O-Rii, -(CH2)o- 

. 4-S02-NR7R'7, -{CH2)o-4-SO-(Ci-C8 alkyl) , - {CH2)o-4-S02- 
{C1-C12 alkyl), -(CH2)o-4-S02-(C3-C7 cycloalkyl), 
-(CH2)o-4-N(H or Rxi) -CO-O-Rii, - (CH2) o-4-N{H or Rn) -CO- 
N(Ru)2, -(CH2)o-4-N(H or Rii)-CS-N{Rii)2, - (CH2) o-4-N(-H 
or Rii)-C0-R7, -{CH2)o-4-NR7R'7/ - (CH2)o-4-RlO/ -(CH2)o-4- 
0-C0-{Ci-C6 alkyl), - (CH2)o-4-0-P(0) - {0-Raryi)2, -(CH2)o- 
4-Q-CO-N(Rii)2, -(CH2)o-4-0-CS-N(Rii)2, - {CH2) o-4-O- (Ru) , . 
-(CH2) 0.4-0- (Rii)-COOH, -{CH2)o-4-S-(Rii) , C3-C7 
cycloalkyl, - (CH2) o-4-N(-H or Rii)-S02-R7, or -(CH2)o-4- 
C3-C7 cycloalkyl, or 

C2-C7 alkenyl or C2-C7 alkynyl, each of which is 
. . optionally substituted with one, two or three 

groups independently selected from halogen or - 
OH, or 

. C2-C7 alkenyl or C2-C7 alkynyl, each of which is optionally 
substituted with.„9n.e,^Jbwo or three groups 
independently selected from halogen, C1-C3 alkyl, 
-OH, -SH, -C^; -CF3, C1-C3 alkoxy, amino, and mono- 
or dialkylamino, or 
- {CH2) 0-4-0- (Ci-Ce alk/l), where the alkyl portion is 

optionally substituted with one, two, three, four, or 
five of halogen, or 

any two of Rsa, Rsb, R'ea/ R'eb/ R"6a/ R"6b, R"'6a andR"'6b 
together are 0x0.; 

R7 and R'7 are the same or different and represent -H, -C3-C7 
cycloalkyl, - (C1-C2 alkyl) - {C3-C7 cycloalkyl) , -(Ci-Ce 
alkyl) -0-(Ci-C3 alkyl), -C2-C6 alkenyl, -C2-C6 alkynyl, -Ci- 



-972^ 



wo 03/040096 ^ ^ PCT/US02/36072 

Cs alkyl chain with one double bond and one triple bond, 
or 

-Ci-Ce alkyl optionally sxabstituted with -OH or -NH2; or; 
-Ci-Ce allq^l optionally substituted with one, two or three 
5 groups independently selected from halogen; or 

heterocyclyl optionally substituted with halogen, amino, 
mono- or dialkylamino, -OH, -C^, -SO2-NH2, -SO2-NH- 
Ci-Ce alkyl, -S02-N(Ci-C6 alkyl)2/ -"S02-(Ci-C4 alkyl), - 
CO-NH2/ -CO-NH-Ci-Ce alkyl, 0x0 and -C0-N(Ci-C6 
10 alkyl) 2; or 

Ci-Ce alkyl optionally substituted with one, two or 
three groups independently selected from C1-C3 
alkyl, halogen, -OH, -SH, -C^, -CF3, C1-C3 
alkoxy, amino, and mono- or dialkylamino; or 
15 C2^C6 alkenyl or C2-C6 allcynyl, each of which is 

optionally sxabstituted with one, two or three 
. groups independently selected from C1-C3 alkyl, 
halogen, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, 
amino, and mono- or dialkylamino; or 
20 Ci-Ce alkoxy optionally substituted with one, two or 

^ . three of halogen; 
aryl or heteroaryl, each of which is optionally 
substituted with halogen, amino, mono- or 
dialkylamino, -OH, -CsN, -SO2-NH2, -SO2-NH-C1-C6 
25 alkyl, -S02-N(Ci-C6 alkyl)2/ -S02-(Ci-C4 alkyl), -CO- 

NH2, -CO-NH-Ci-Ce alkyl, and -C0-N(Ci-C6 alkyl) 2; or 
Ci-Ce alkyl optionally substituted with one, two or 
three groups independently selected from C1-C3 
alkyl, halogen, -OH, -SH, -C=N, -CF3, C1-C3 
30 alkoxy, amino, and mono- or dialkylamino; or 

C2-C6 alkenyl or C2-C6 alkynyl, each of which is 

optionally substituted with one, two or three 
groups independently selected from C1-C3 alkyl. 
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halogen, -OH, -SH, -CsN, -CF3, C1-C3 alkoxy, ■ 
amino, and mono- or dialkylamino; or 
Ci-Ce alkoxy optionally svibstituted with one, two or 
three of halogen; 
Rio is heterocyclyl optionally substituted with one, two, three 

or four groups independently selected from Ci-Ce alkyl; 
Rii is Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, C3-C7 
cycloalkyl, - (CH2) 0-2-Raryi/ or - (CH2) 0-2-Rheteroaryi; 
Raryi is aryl optionally substituted with halogen, amino, mono- 
or dialkylamino, -OH, -C^, -S02-NH2f -SO2-NH-C1-C6 alkyl, 
-S02-N{Ci-C6 alkyl)2/ -S02-{Ci-C4 alkyl), -00-1^2, -CO-NH-Ci- 
Ce alkyl, or -C0-N(Ci-C6 alkyl) 2; or 

Ci-Ce alkyl optionally substituted with one, two or three 
groups independently selected from C1-C3 alkyl, 
halogen, -OH, -SH, -CsN, -CF3, C1-C3 alkoxy, amino, 
and mono- or dialkylamino; or 

C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 
substituted with one, two or three groups 
independently selected from C1-C3 alkyl, halogen, - 
OH, -SH, -C=N, -CF3, C1-C3 alkoxy, . amino, and mono - 
or dialkylamino; or 

Ci-Ce alkoxy optionally substituted with one, two or three 
of halogen; 

Rheteroaryi is heteroaryl , each of which is optionally substituted 
with halogen, amino, mono- or dialkylamino, -OH, -C^n, - 
S02-NH2, -SO2-NH-C1-C6 alkyl, -S02-N(Ci-C6 alkyDz, -S02-(Ci- 
C4 alkyl), -CO-NH2, -CO-NH-Ci-Ce alkyl, or -C0-N(Ci-C6 
alkyl) 2; or 

Cx-Ce alkyl optionally substituted with one, two or three 
groups independently selected from C1-C3 alkyl, 
halogen, -OH, -SH, -C^, -CF3, C1-C3 alkoxy, amino, 
and mono- or dialkylamino; or 
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C2-^C6 alkenyl or C2-C6 alkynyl/ each of which is optionally 
sxibstituted with one, two or three groups 
independently selected from C1-C3 alkyl, halogen, - 
OH, -SH, -C^, -CF3/ C1-C3 alkoxy, amino, and mono- 
5 or dialkylamino; or 

Ci-Ce alkoxy optionally substituted with one, two or three 
of halogen; 

Rheterocyciyi is heterocyclyl optionally substituted with halogen, 
amino, mono- -or diall<ylamino, -OH, -C^, -SO2-NH2, -SO2-NH- 
10 C1-C6 alkyl, -S02-N(Ci-C6 alkyl)2/ , -SO2- (Ci-C^ alky^l) -CO- 

NH2, -eO-NH-Ci-Ce alkyl, =0 or -C0-N(Ci-C6 alkyl) 2; or 
Ci-Ce alkyl optionally substituted with one, two or three 
groups independently selected from C1-C3 all^yl, 
halogen, -OH, -SH, -C^N, .-CF3, C1-C3 alkoxy, amino, 
15 ' and mono- or dialkylamino; or 

C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 
substituted with one, two or three groups 
independently selected from C1-C3 alkyl, halogen, - 
OH, -SH, -ON, -CF3, C1-C3 alkoxy, amino, and mono - 
20 or dialkylamino; or 

Ci-Ce alkoxy optionally siibstituted with one, two or three 
of halogen; 

R2 and R3 are independently hydrogen or Ci-Ce alkyl; or 
R2 and R3 taken together with the carbon atom to which they are 
25 attached form a 3 or 4-meitibered ring; 

Rc is hydrogen or phenyl optionally siibstituted with C1-C3 
alkyl, C2-C4 alkynyl, trif luoromethyl, or C1-C2 alkoxy, 

3. A compound of the formula 

H OH R42 
R30 Y N v^x-^^^ N 

30 "35 

or a pharmaceutically acceptable salt thereof, wherein 
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is selected from the group consisting of phenyl, 
pyrazolopyrimidinyl , oxa-aza-benzoazulenyl, isoxazolyl, 
triazolopyridinyl, pyrrolidinonyl , tetrahydrothia-aza- 
fluorenyl, pyridyl, piperidinyl, 

dihydrocyclopentaquinolinyl, furyl, naphthothienyl , 
phthalazinonyl , thiadiazolyl , thienopyrimidinonyl , oxa- 
diaza-cyclopentanaphthalenyl , dihydrobenzodioxepinyl , 
chr omanonyl , chromenony 1 > oxazolidinyl, benzophenone, 
pyrazinyl mono N-oxide, benzofuranyl, pyrazolyl, 
-isoxazolyl -phenyl, phenyl -triazolyl, benzimidazolyl, 
indolyl, phenyl -pyrrolyl, chromanyl, isoguinolinyl, - 
thienyl-thienyl, benzothienyl, -phenyl -thiadiazolyl, 
chromanonyl , quinolinyl , -pyrrolyl-C (0) -phenyl , -phenyl-0- 
phenyl , -phenyl -oxazolyl , -pyrrolidinonyl-phenyl , -phenyl - 
pyrimidinyl , -phenyl-oxadiazolyl , bicyclo [2.2.1] heptenyl , 
cyclopentyl, thieno [2 , 3-b] thiophene, cyclohexyl, -phenyl- 
imidazolyl, benzoxazole; dihydro-lH-indolyl; 2,3-dihydro- 
benzo [b] thiophene 1,1-dioxide; benzo [b] thiophene 1,1- 
dioxide; 2 , 3-dihydro-benzo [d] isothiazole 1, 1-dioxide; - 
phenyl- thiazolyl ; -phenyl -pyrazolyl , -phenyl -C ( 0) - 
piperidyl, -phenyl-C(O) -pyrrolidinyl, . -phenyl -isoxazolyl , 
isoindolyl, purinyl, oxazolyl, thiazolyl, pyridazinonyl, 
thiazolyl, pyranyl, dihydropyranopyridinyl , diazepanyl, 
azepanyl , cyclopropyl , dihydronaphthoisoxazolyl , 
benzoindazolyl , dihydrocyclopentachromenonyl , 
imidazopyrazolyl , tetrahydrocyclopentachromenonyl , 
dihydroquinolinonyl, pyridyl N-oxide,. isochromanyl , 
quinazolinonyl, pyrazolopyridinyl , dihydrobenzothiophene 
dioxide , dihydrof urobenzoisoxazolyl , dihydropyrimidine 
dionyl, thienopyrazolyl , oxazolyl, 

tetrahydrocyclopentapyrazolyl , dihydronaphthalenonyl , 
dihydrobenzof uranonyl , dihydrocyclopentathienyl , 
tetrahydrocyclopentapyrazolyl , tetrahydropyrazoloazepinyl , 
indazolyl , tetrahydrocycloheptaisoxazolyl , 
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tetrahydroindolonyl, pyrrolidinyl, thienopyridinyl /- 
dioxodihydrobenzoisothiazolonyl , triazolopyrirciidinyl , 
thienyl, dihydrothienopyrimidinonyl, benzooxadiazolyl, 
carbazolyl , chromeno [ 3 , 4-d] isoxazolyl , chromanonyl , 
5 triazolopyridazinyl, oxazolidinyl, -pyrrolyl- (Ci-Ce 

alkyl ) -pyridyl , -pyrrolyl-cyclohexyl , pyrrol idinonyl , 
dihydropyrazolyl/ benzooxadiazolyl mono N-oxide, 1-H- 
pyridazinonyl, -phenyl-dihydro-l-H-pyrazolidinonyl , - 
phenyl -pyrrolidinyl dione, thienoindolyl, 

10 . thioxobenzothiazolyl , pyrazolopyridinyl, thiomorpholinyl 

S-oxide, dihydrofurylbenzisoxazolyl, benzoisothiazolinonyl 
1,1 -dioxide; tetrahydropyrimidinyl dione, 
tetrahydrothiopyranylindolyl , benzodioxepinyl , -phenyl- 
pyrrazol idinonyl, dihydronaphthyl , tetrahydronaphthyl , 

15 isoindolinyl dione, -imidazdle-benzyl, -thiene- 

dihydrooxazolyl , thienoquinolinyl , -pyrrolidine-phenyl , 
benzpoxazolidinonyl , pyrrolopyridinyl , indanonyl , 1-H- 
imidazo [ 1 , 2-b] pyrazolyl , dihydrocyclopenta [b] thienyl , 
dihydroindazolonyl , tetrahydropyrazoloazepinyl , 

2 0 tetrahydrobenzof uranonyl , thienopyrazolyl , 

cyclopenta [ c ] pyrazolyl , tetrahydrocyclopenta [ c ] pyrazolyl , 
tetrahydroquinoxalinyl dione, tetrahydroindazolyl , 
imidazobenzoxazinyl, -phenyl -dihydropyrrolyl dione, 
-phenyl -0-benzyl , -phenyl -benzyl , 3 ' , 4 ' -dihydro-1 ' H- 

25 spiro [[1,3] dioxolane-2 , 2 ' -naphthalenyl , wherein each of 

the above is unsubstituted or substituted with 1, 2, 3, 4, 
or 5 groups that are independently selected from the group 
consisting of 

Ci-Cio alkyl optionally substituted with 1 phenyl or 1 CN; 
30 OH, hydroxy Ci-Cio alkyl optionally substituted with 

phenyl or (C1-C4 alky 1 ) phenyl , Ci-Ce alkoxy optionally 
substituted with 1 or 2 groups that are independently 
hydroxy or phenyl; haloalkyl, haloalkoxy, (CH2)o~ 
4C (0)NR3iR32# -NRaa-SOa- (Ci-Ce alkyl) wherein the alkyl 



-977- 



wo 03/040096 




PCT/US02/36072 



group is optionally soibstituted with 1, 2, or 3 
groups that are independently halogen or R33, -SO2- 
NH{Ci-C6 alkyl) wherein the allcyl group is optionally 
sxibstituted with 1 or 2 groups that are independently 
5 halogen, OH, alkoxy, or R33; -(Ci-Ce alkyl) -SO2- (Ci-Ce 

alkyl) wherein the alkyl group is optionally 
substituted with 1 or 2 groups that are independently 
. . halogen, OH, C1-C4 alkoxy, or R33; -S02-'(Ci-C6 alkyl) 

wherein the alkyl group is optionally substituted 

10 with 1 or 2 groups that are independently OH or C1-C4 

alkoxy, -S02-N{Ci-C6 alkyl) (Ci-Ce alkyl) wherein each 
alkyl group is optionally substituted with 1 or 2 
groups that are independently halogen, OH or R33; — - 
* -S02-NH(Ci-C6 alkyl ) -phenyl wherein the phenyl is 

15 optiohally substituted with 1 or 2 groups that are 

independently C1-C4 alkoxy or halogen, -(Ci-Ce alkyl )- 
0-phenyl , - ( Ci-Ce alkyl ) -O- ( Ci-Cs allcyl ) -phenyl , 
tria2olidine-3,5-dione, halogen, -NHC(0)NH2/ 
-NHC(0)NH(Ci-C6 alkyl) , -NHC (0)N (Ci-Ce alkyl) (Ci-Ce 

20 alkyl) , -N(Ci"C6 alkyl )C(0)NH2 , -N(Ci-C6 

alkyl) C(0)NH(Ci-C6 alkyl), -N(Ci-C6 alkyl) C (0)N(Ci-C6 
alkyl) (Ci-Ce alkyl), - (Ci-Ce alkyl) thienyl, -{Ci-Ce 
alkyl) furanyl, -S-{Ci-C6 alkyl) phenyl, -S02NR3iR32r - 
C(0)-NR3iR32/ -NR31R32/ dithiane, -NHC(S)NH2, 

25 -NHC {S)NH(Ci-C6 alkyl) , -NHC (S)N (Ci-Ce alkyl) (Ci-Ce 

alkyl), -C02(Ci-C6 alkyl), tetrahydropyran, phenyl 
optionally substituted with 1 or 2 groups that are 
independently F, CI or Br; pyridine, -C2-C4 alkynyl- 
phenyl, -O-C3-C8 cycloalkyl, -O- (Ci-Ce alkyl) -R33; 

30 pyrrole optionally substituted with one or two methyl 

groups ; 2,3 -dihydro-benzof uran ; 

. ben2o[ 1,2,5 ]oxadia2ole, -C(0)-(Ci-Cio alkyl) wherein 
the alkyl group is optionally sxibstituted with NH2, 
N(Ci-C6 alkyl), or N{Ci-C6 alkyl) (Ci-Ce alkyl); - 
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C(0)NH-phenyl, -C(0)N(Ci-C6 alkyl ) -phenyl , 4.4- 
dimethyl-4, S-dihydro-oxazole, -(Ci-Ce al]<yl)-S- 
pyridine, -(Ci-Ce allqrl) -SO2 -pyridine, -{Ci-Cs 
thioalko3Qr) -pyridine, thiazole optionally substituted 
5 with 1 or 2 methyl groups, pyrazole, -S-(Ci-C6 alkyl) 

wherein the alkyl group is optionally stibstituted 
with 1 or 2 groups that are independently CN or OH; 
indole, (Ci-Ce thioalkoxy) - (Ci-Cg alkyl), C2-C8 
alkynyl, - (CH2) 0-4-SO2- (Ci-Cio alkyl) wherein the alkyl 

10 group is optionally substituted with OH; - 

NHC{0)NH(C3-C8 cycloalkyl), -NiCi-Ce alkyl )C(0)NH{C3-C8 
cycloalkyl), -N{Ci-C6 alkyl )C(0)N(Ca-C6 alkyl) (Ca-Cg 
cycloalkyl), -NHC{0)N(Ci-C6 alkyl) (C3-C8 cycloalkyl), 
-(Ci-Ce alkoxy) - (Ci-Cs thioalkoxy) ; -C02-{Ca-C6 alkyl) 

15 wherein the alkyl group is optionally siibstituted 

with phenyl; -C{0)-furan; and iitiidazolyl; 
wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Cs 
alkyl, C2-C8 alkenyl, hydroxy Cj-Ce alkyl, Ci-Ce 

20 haloalkyl, Ci-Ce alkoxy Ci-Ce alkyl, - (CH2)o-4-S02- (Ci- 

Ce alkyl) wherein the alkyl is optionally substituted 

_ . with 1, 2, 3 or 4 independently selected halogen 

atoms; - (CH2) o-4-S02-imidazolyl, -{Ci-Ce alkyl) - 
C(0)NH2, -(Ci-Ce alkyl) -C(0)NH(Ci-C6 alkyl), -(Ci-Ce 

25 alkyl) -C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), - (Ci-Ce alkyl)- 

'Ml2, -(Ci-Ce alkyl) -NH{Ci-C6 alkyl), -(Ci-Ce alkyl)- 
N(Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Ce alkyl ) phenyl , 
-(Ci-Ce alkyl )pyr idyl, -0(0) furanyl, (Ci-Ce alkyl) - 
tetrahydrofuran, cyclopropyl, cyclobutyl, 

30 cyclopentyl, cyclohexyl, -C02-(Ci-C6 alkyl), -(Ci-Ce 

alkyl ) -f uranyl , - (CH2 ) 0-4-SO2- thienyl , -pyrrolidinyl- 
benzyl, - (Ci-Cs thioalkoxy) - (Ci-Ce alkyl), -C{0)- (Ci- 
Ce alkyl), (Ci-Ce alkoxy) , - (C2-C6 alkenyloxy) , -(Ci-Ce 
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alkyl)-C02-(Ci-C6 alkyl) , and -C (0) -piper idinyl 
optionally sxibstituted with Ci-Cg allcyl; wherein 
the phenyl and pyridyl groups are xinsubstituted or 
sxabstituted with 1, 2, 3, A, or 5 groups that 
are independently C1-C4 alkyl, hydroxy, C1-C4 
\ alkpxy, halogen, or . 
R3i/,.R32 and the nitrogen to which they are attached form a 
5, S, or 7 membered heterocycloalkyl or a 6 membered 
heteroaryl ring, each of which is optionally fused to 
a benzene, pyridine or pyrimidine ring and each of 
which is optionally substituted with Ci-Ce alkoxy, 
hydroxy, hydro^Qr Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, 
-C{0)NH2, -C(0)NH-(Ci-C6 alkyl ) -phenyl ; 
R33 at each occurrence is independently, H, NH2, NH(Ci-C6 
alkyl), N{Ci-C6 alkyl) (Ci-Ce alkyl), N(Gi-C6 

alkyl) (phenyl) , N(Ci-C6 alkyl) (benzyl) ; 

R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, 

thienyl, Ci-Ce alkyl, furanyl, imidazolyl, each- of which 
is unsxibstituted or substituted with 1, 2, 3, 4, or 5 
groups that are independently C1-C4 alkyl, C1-C4 alkoxy, 
OH, hydroxy Ci-Ce alkyl, halogen, halo Ci-Ce alkyl, halo 
Ci-Ce alkoxy, -0- (Ci-Ce alkyl) -phenyl, -CO2- (Ci-Ce alkyl) , - 
(C1-C4 alkyl) -(C5-C6 cycloalkyl), or (CH2) o.4C3Sr; 
R40 is phenyl, -phenyl -pyridyl, biphenyl, -phenyl-benzo thienyl, 
-phenyl -thienyl, -phenyl -furanyl, -phenyl -pyrimidinyl, - 
phenyl-isoxazolyl, -C (0) -pyridyl, - (C1-C4 alkyl) -0-C (0)NH- 
phenyl wherein the phenyl is optionally substituted with 
1, 2, or 3 halogen atoms; -(C1-C4 alkyl) -0-C (0)N(Ci-C6 
alkyl ) -phenyl , - ( Ci-Ce alkyl ) -phenyl , - ( C1-C4 alkyl ) -SO2NH2 , 
-(C1-C4 alkyl) -S02NH{Ci-C6 alkyl), -(C1-C4 alkyl) -S02N(Ci-C6 
alkyl) (Ci-Cs alkyl), -SO2NH2/ -S02NH(Ci-C6 alkyl), -S02N(Ci- 
Cs alkyl) (Ci-Ce alkyl), OI, - (CH2) 0-4- (C3-C8 cycloalkyl), - 
(C1-C4 alkyl) -C (0)0- (C1-C4 alkyl), -(C1-C4 alkyl) -R33, Ci-Cio 
alkyl, C2-C8 alkenyl, -(C1-C4 alkyl) -NHC (0) - {C1-C4 alkyl), - 
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(CH2)o-4-C(0)NH2, -(CH2)o-4-C(0)NH(Ci-C6 alkyl) , -{CH2)o-4- 
C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl) , naphthyl, 
t e t rahydr onaphthyl , dihydronaph thy 1 , - ( CH2 ) 0-4 - imidaz olyl , 
- ( CH2 ) 0-4-pyrrolidinyl , oxazolidinone 3 , 4-dihydro- 
benzo[e] [l,2]oxathiine 2,2-dioxide, pyrimidinyl/ 3,4- 
dihydro-2H-benzo[e] [1,2] thiazine 1,1-dioxide, pyridyl, or 
pyr imidyl , alkoxyalkyl , -phenyl -benzo thi enyl , -phenyl - 
cyclohexyl , -phenyl -eye 1 open tyl , -phenyl- (Ci-Ce alkyl ) - 
cyclopentyl, -phenyl- (Ci-Ce alkyl) -cyclohexyl, -phenyl- 
oxazolyl, furanyl, tetrahydrofuranyl, 7-oxa- 
bicyclo [2.2.1] heptyl ; -dihydro-l-H-pyrazolidinone-phenyl ; 
-phenyl -bicyclo[ 2. 2.1] heptyl; imidazo [2 , 1- 
b] [1,3] thiazolyl ; azepanonyl ; piperidinyl , - (Ci-Ce allcyl ) - 
piperidinyl; bicyclo[2 . 2 . 1] heptyl; clironianonyl , -{Ci-Ce 
alkyl ) -morpholinyl ; -phenyl -C { 0 ) -piperidinyl ; 
tetrahydrothiazolopyridinyl, -pyrrolo-C (0) -pyrrolidinyl; - 
phenyl-C (O) -phenyl ; -phenyl -0 -phenyl ; -phenyl -Or benzyl ; - 
phenyl -tetrahydropyridazinonyl; and -phenyl- 
dihydrdpyridazinonyl ; 

wherein each of the above is xinsubstituted or siibstituted 
with 1, 2, 3, 4, or 5 groups that are independently 
halogen, Ci-Cs alkyl optionally sxibstituted with 1 or 
two groups that are independently CN or OH; Ci-Cg 
alkoxy, lialo (Ci-Cs alkyl) , halo (C1-C4 alkoxy) , -0- 
{C1-C4 alkyl) -phenyl wherein the phenyl is optionally 
substituted with 1 or 2 halogens, CN, -CHO, C1-C4 
thioalkoxy, -NHS02-(Ci-C6 alkyl), -N(Ci-C4 alkyl) SO2- 
{C1-C4 alkyl) wherein the allcyl groups are optionally 
substituted with 1, 2, or 3 halogens; OH; -SO2R33; 
R33; C2-C8 allcynyl; C2-C8 alkenyl; thioalkoxyalJcyl; - 
S02-(Ci-Cio alkyl); -NR31R32; -C (O) -NR31R32; -OC(0)R33; 
Ci-Cs alkanoyl; and -(Ci-Cs alkyl) -C (0) - (Ci-Ce alkoxy), 
-C(0)-(Ci-C6 alkoxy); -O- (Ci-Ce alkyl) -C'(0)NR3iR32; - . 
C02-(Ci-C6 allcyl) ; "* ' ' 
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R4ia and R41 are independently cyclohexyl, phenyl, or Ci-Ce 
alkyl optionally substituted with 1 or 2 groups that are 
phenyl, hydroxy, C1-C4 thipalkoxy, thioalkoxy Ci-Ce 

alkyl; or -Ci-Ce alkyl-S02-Ci-C6 alkyl; 

R^Oi and the atom to which they are attached form a C3-C8 

cycloalkyl ring which is optionally substituted with C1-C4 
alkyl, C1-C4 alkoxy, halogen, -CO2NH2, -C02NH{Ci-C6 alkyl), 
or -C02N{Ci-C6 alkyl) (Ci-Ce alkyl); a thiazolyl ring which 
is optionally substituted with Ci-Ce alkyl; isoxazolyl 
ring which . is optionally substituted with Ci-Ce alkyl; 
phenyl which is optionally sxibstituted with 1, 2, or 3 
groups that are independently halogen or Ci-Ce alkyl; - 
pyrrolidinyl-benzyl; piperidinyl optionally substituted 
with 1 or 2 groups that are independently -C02-(Ci-C5 
alkyl) or -C(0)-(Ci-C6 alkyl); 

and 

R42 is H, Ci-Cs alkyl optionally substituted with OH; benzyl; - 
]SIHC{0)-(Ci-C6 alkyl) ; -NHC (O) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 alkyl groups; -CO2- (Ci- 
Ce alkyl); -CO2- (benzyl) ; or -C(0)-(Ci-C6 alkyl). 

4'. A coitpound according to claim 3 of the formula 

(R5l)l-3" 




or a pharmaceutical ly acceptable...salt... thereof, wherein 
R51 at each occurrence is independently Ci-Ce alkyl, Ci-Ce 

alkoxy, -NHS02-(Ci-C4 alkyl) wherein the alkyl group is 
optionally substituted with 1, 2, or 3 halogens, -802-1^- 
(Ci-Ce alkyl) -NH2,>S02-NH-(Ci-C6 alkyl) -NH(Ci-C4 alkyl), - 
S02-NH-{Ci~C6 alkyl) -N(Ci-C4 alkyl) (C1-C4 alkyl), 
[1,2 , 4] triazolidine-3 , 5-dione, -NHC {0)NH2, -NHC (0)NH (Ci-Ce 
alkyl) , -NHC(0)N(Ci-C6 alkyl) (Ci-Cg alkyl) , -N(Ci-C6 
alkyl) C(0)NH2, -N(Cx-C6 alkyl) C (0)NH(Ci-C6 alkyl), -N(Ci-C6 
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alkyl)C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl) , halogen, -CF3, OH, 
-SO2NR31R32, -C{0)NR3iR32, -NR3iR32r hydroxy Ci-Cio alkyl 
optionally substituted with phenyl or (C1-C4 alkyl ) phenyl , 
-0-(Ci-C4 alkyl) -phenyl, -NHC{S)NH2, -NHC{S)NH{Ci-C6 
5 alkyl), -NHC(S)N(Ci-C6 alkyl) (Ci-Ce alkyl), (C1-C4 alkyl) -0- 

phenyl, -C(0)-(Ci-C6 alkyl) wherein the alkyl group is 
optionally siibstituted with NH2, N{Ci-C6 alkyl), or N{Ci-C6 
alkyl) (Ci-Ce alkyl); -O-Cs-Ce cycloalkyl, oxazole 
optionally substituted with 1, or 2 groups that are 
10 independently C1-C4 alkyl or phenyl, hydroxy C1-C4 alkoxy, 

aminoalkoxy, NHCCa-Cealkyl) -alkoxy, N(Ci-C6alkyl) {Ci- 
Csalkyl) -alkoxy, 

wherein R31 and R32 at each . occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
15 alkyl, hydroxy Ci-Ce alkyl, Ci-Ce haloalkyl, - (Ci-Ce 

alkyl) -C(0)NH2, - (Ci-Ce alkyl) -C (0)NH (Ci-Ce alkyl) , 
(Ci-Ce alkyl) -C{0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Ce 
alkyl) -NH2, -(Cx-Ce alkyl) -NH(Ci-C6 alkyl), -{Ci-Ce 
alkyl) -N(Ci-C6 alkyl) (Ci-Ce alkyl) , -(Ci-Ce 
2 0 alkyl ) phenyl , - (Ci-Ce alkyl ) pyridyl , -C (0) furanyl, 

(Ci-Ce alkyl) -tetrahydrofuran, wherein 
the phenyl and pyr idyl groups are unsubstituted or 
-substituted with 1, 2, 3, 4, or 5 groups that 
are independently C1-C4 alkyl, hydroxy, C1-C4 
25 alkoxy, halogen, or 

wherein at each occurrence R31, R32 and the nitrogen to 
which they are attached independently form a 
• pyrrol idinyl, piperazinyl, piperidinyl, azepanyl> 
pyridinyl, or pyrimidinyl ring, each of which is 
30 optionally fused to a benzene, pyridine or pyrimidine 

ring and each of which is optionally substituted with 
Ci-Ce alkoxy, Ci-Ce alkyl, hydroxy, hydroxy Ci-Cg 
alkyl, C1-C4 alkoxy Ci-Ce alkyl, -C(0)NH2, or -C(0)NH- 
(Ci-Ce alkyl) -phenyl. 
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5. A compoiind according to claim 4 wherein 
R41 and R42 are both hydrogen. 

6. A compound according to claim 4 wherein 

R35 is phenyl, cyclohexyl, -S-phenyl, benzodioxole, thienyl, C3- 
Ce alkyi, f\iranyl, each of which is unsxibstituted or 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently C1-C4 alkyl, C1-C4 alkoxy, OH, hydroxy Ci-Cs 
alkyl, halogen, halo Ci-Ce alkyl, halo Ci-Ce alkoxy, -O- 
(Ci-Ce alkyl) -phenyl, -CO2- (Ci-Ce alkyl) , -(C1-C4 alkyl )- 
(C5-C6 cycloallcyl) . 

7. A compound according to claim 3 wherein 

Ras is phenyl, cyclohexyl, -S-phenyl, benzodioxole, thienyl, C3- 
Ce alkyl, furanyl, each of which is unsubstituted or 
sxabstituted with 1, 2, 3, 4, or 5 groups that are 
independently C1-C4 alkyl, C1-C4 alkoxy, OH, hydroxy Ci-Ce 
aikyl, halogen, halo Ci-Cg alkyl, halo Ci-Ce alkoxy, -O- 
(Ci-C6 alkyl) -phenyl, -CO2- (Ci-Ce alkyl) , -(C1-C4 alkyl) - 
(C5-C6 cycloalkyl); 

R40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl - 

benzothienyl , -phenyl -thienyl, -phenyl -furanyl, -phenyl- 
pyrimidinyl, -phenyl -isooxazolyl, -C (0) -pyridyl, -(C1-C4 
alkyl) -0-C(0)NH-phenyl, - (C1-C4 alkyl) -0-C (0)N{Ci-C6 
alkyl) -phenyl, - (C1-C4 alkyl) -phenyl , - (C1-C4 alkyl) -SO2NH2, 
-(C1-C4 alkyl) -S02NH(Ci-C6 alkyl), - (C1-C4 alkyl) -S02N(Ca-C6 
alkyl) (Ci-Ce alkyl), CN, - (CH2) 0-4- (C3-C8 cycloalkyl), -(Ci- 
C4 alkyl) -C(0)0-(Ci-C4 alkyl), -{C1-C4 alkyl )-R33, Ci-Ca 
alkyl, -{C1-C4 alkyl) -NHC(0)-(Ci-C4 alkyl), -(CH2)o-4- 
C(0)NH2, -(CH2)o-4-C(0)NH(Ci-C6 alkyl), - (CHj) 0-4-C (0)N(Ci-C6 
alkyl) (Ci-Ce all^l) , tetrahydronapthyl , dihydronaphthyl , 
wherein each of the above is xinsubstituted or substituted 
with 1, 2, 3, 4, or 5 groups that are independently 
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halogen, C1-C4 alkyl, C1-C4 alkoxy, halo (C1-C4 alkyl) , -0- 
(C1-C4 alkyl) -phenyl wherein the phenyl is optionally 
substituted with 1 or 2 halogens, -CHO, C1-C4 thioalkoxy, 
-NHSO2- {C1-C4 alkyl), -N(Ci-C4 alkyl) SO2- (C1-C4 alkyl) 
wherein the alkyl groups are optionally substituted with 
1, 2, or 3 halogens; OH, SO2R33/ R33; . 

R41 is H, cyclohexyl, phenyl, or Ci-Ce alkyl optionally 

sxibstituted with 1 or 2 groups that are phenyl, hydroxy, 
or C1-C4 thioalkoxy; and 

R42 is hydrogen or -CH2CN. 

8. A contpound according to claim 6 wherein 
R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, 
thienyl, C3-C6 alkyl, furanyl, each of which is 
■unsubstituted or substituted with 1, 2, 3, 4, or 5 groups 
that are independently C1-C4 alkyl, C1-C4 alkoxy, OH, 
hydroxy Ci-Cs alkyl, halogen, CF3, OCF3, -Obenzyl, -C02-(Ci- 
Cs alkyl), -(C1-C4 alkyl) - (Cs-Ce cycloalkyl); 
R40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl- 

benzothienyl, -phenyl -thienyl, -phenyl -furanyl, -phenyl- 
pyrimidinyl, -phenyl - is oxazolyl, -C{0) -pyrit^l, -(C1-C4. . 
alkyl) -0-C{0)NH-phenyl, -(Ci-C4 alkyl) -0-C (0)N(Ci-C6 
■ alkyl ) -phenyl , - ( C1-C4 alkyl ) -phenyl , - ( C1-C4 alkyl ) - SO2NH2 , 
-(C1-C4 alkyl) -S02NH(Ci-C6 alkyl), - (C1-C4 alkyl) -SOzNCCi-Cg 
alkyl) (Ci-Ce alkyl), CN, - {C1-C4 alkyl) - (Ca-Cg cycloalkyl), 
-(C1-C4 alkyl) -C(0)0-(Ci-C4 alkyl), - (C1-C4 alkyD-Raa, Ci-Cs 
alkyl, -(C1-C4 alkyl )-NHC(0)-{Ci-C4 alkyl), -C(0)NH2, 
wherein each of the above rings is xinsubstituted or 
substituted with 1, 2, or 3 groups that are independently 
halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, -0-(Ci-C4 alkyl) - 
phenyl wherein the phenyl is optionally substituted with 1 
or 2 halogens, -CHO, -NHSO2- (C1-C4 alkyl), -N(Ci-C4 
alkyl) S02-(Ci-C4 alkyl) wherein the alkyl is optionally 
substituted with 1, 2, or 3- halogens. 
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R41 is H, cyclohexyl, phenyl, or Ci-Ce allcyl optionally 

siabstituted with i or 2 groups that are phenyl, hydroxy, 
or C1-C4 thioalko3cy; and 

R42 is hydrogen or -CH2CN; 

R51 at each occurrence is independently Ci-Ce alkyl, Cx-Cs 

alkoxy, -NHSO2- (C1-C4 alkyl) wherein the. alkyl group is 
optionally substituted with 1, 2, or 3 halogens, -SO2-NH- 
(Ci-Ce alkyl) -NH2, -SO2-NH- (Ci-Ce alkyl) -NH(Ci-C4 alkyl), - 
SO2-NH- (Ci-Ce alkyl) -N(Ci-C« alkyl) (C1-C4 alkyl), 
[l,2,4]triazolidine-3,5-dione, -]SIHC(0)NH2, -NHC(0)NH(Ci-C6 
alkyl), -NHC(0)N{Ci-C6 alkyl) (Ci-Ce alkyl) , -N{Ci-C6 
alkyl )C{0)NH2, -N(Ci-C6 alkyl) C (0)NH (Ci-Ce alkyl), -N{Ci-C6 
alkyl) C{0)N(Cx-C6 alkyl) (Ci-Ce alkyl), halogen, -CF3, OH, 
-SO2NR31R32. -C(0)NR3iR32, -NR31R32, hydroxy Ci-Cio alkyl 
optionally substituted with phenyl or 2-methylphenyl, -0- 
(C1-C4 alkyl) -phenyl, -NHC(S)NH2, -NHC (S)NH (Ci-Ce alkyl), 
-NHC(S)N(Ci-C6 alkyl) (Ci-Ce alkyl), (C1-C4 alkyl ) -0-phenyl , 
-C(0)-(Ci-C6 alkyl) wherein the alkyl group is optionally 
svibstituted with NH2, N(Ci-C6 alkyl) , . Qr..N-{Ci-C6 alkyl) (Cx-., 
Ce alkyl); -O-C3-C6 cycloalkyl, oxazole optionally 
substituted with 1, or 2 groups that are independently Ci- 
C4 alkyl or phenyl, hydroxy C1-C4 alko^Q^, aminoalko^or,, . 
NH(Ci-C6alkyl) -alkoxy, NCCi-CealkyI) (Ci-Cealkyi) -alkoxy, 
wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Cs alkyl, -(Ci-Cs alkyl) -C{0)N{Ci-C6 
alkyl) (Ci-Ce alkyl), -{Ci-Ce alkyl) -NH(Ci-C6 alkyl), - 
(Ci-Ce alkyl) -N{Ci-C6 alkyl) (Ci-Ce alkyl), -{Ci-Ce 
alkyl) phenyl, -{Ci-Ce alkyl )pyridyl, -C (O) furanyl, 
(Ci-Cg alkyl) -tetrahydrofuran, wherein 
the phenyl group is unsubstituted or substituted with 
1, 2, or 3 groups that are independently Ci-C4 
alko3^, or halogen, 
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wherein at each occurrence R31, R32 and the nitrogen to 
which they are attached independently form a 
pyrrolidinyl/ piperazinyl, piperidinyl, or azepanyl, 
each of which is optionally fused to a benzene, 
pyridine or pyrimidine ring and each of which is 
optionally substituted with hydroxy, Ci-Ce alkyl, 
hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Cs allc/l, - 
C{0)NH2/ or -C(0)NH-benzyl. 

9. A compotind according to claim 8 wherein 

R35 is phenyl; halophenyl, dihalophenyl ; trihalophenyl ; 

tetrahalophenyl ; pentahalophenyl ; halo, benzylox/pfieriyl ; 
halo, alkylphenyl ; benzyl oxyphenyl ; cyclohexyl; (C1-C4 
alkoxy) carbonylphenyl ; ( C1-C4 alkoxy) phenyl ; -S-phenyl , or 
benzodioxole ; 

R41 is H, cyclohexyl, phenyl, or Ci-Ce alkyl optionally 

substituted with 1 or 2 groups -that are phenyl, hydroxy, 
or C1-C4 thioalkoxy; and 

R42 is hydrogen or -CH2CN,. 

10. A compound according to claim 9 wherein 
R35 is 3, 5 -dihalophenyl / 

R40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl- 

benzothienyl, -phenyl -thienyl , -phenyl -fur any 1 , -phenyl- 
pyrimidinyl, -phenyl -isoxazolyl, - (C1-C4 alkyl) -0-C (0)NH- 
phenyl, - (C1-C4 alkyl) -0-C (0)N(Ci-C6 alkyl ) -phenyl , -{C1-C4 
alkyl) -SO2NH2, CN, -(C1-C4 alkyl) - (Cs-Ce cycloalkyl) , -(C1-C4 
alkyl) -C(0)0- (C1-C4 alkyl) , - {C1-C4 alkyl) -R33/ or Ci-Cs 
alkyl, wherein each of the above is unsubstituted or 
substituted with 1, -2, or 3 groups that are independently 
halogen, C1-C4 alkyl, C1-C4 alkoxy, CP3, -0-(Ci-C4 alkyl) - 
phenyl wherein the phenyl is optionally substituted with 1 
or 2 halogens, -CHO, or -NHSO2- (C1-C4 alkyl) . 
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11. A coinpoxmd according to claim 10 wherein 

R35 is 3, 5-difluorophenyl; 3 , 5-dichlorophenyl; or 3-chloro,5-^ 
fluorophenyl; and 

R40 is phenyl which is xinsxibstituted or substituted with 1, 2, 
or 3 groups that are independently fluoro, chloro, bromo, 
iodo, methyl, ethyl, methoxy, ethpxy,. CF3, or -Obenzyl 
wherein the phenyl is optionally substituted with 1 or 2 
groups that are independently halogen, or -NHSO2CH3. 

12. A compound according to claim 11 wherein 

R51 at each occurrence is independently Ci-Ce alkyl, Ci-Ce-*-.- 
alkoxy, .-NHSO2CH3, "SO2-NH- (ethyl) - 

NH(CH3), [l/2,4]triazolidine-3,5-dione, -NHC(0)NH2, -CF3, 

OH, -SO2NR31R32, -C(0)NR3iR32/ hydroxyoctyl, -CH(0H)-2- 

me thylphenyl , -Obenzyl , or -NHC ( S ) NH ( CH3 ) ; 

wherein R31 and R32 at. each., occurrence are independently 

selected from the group consisting- of hydrogen; Ci-Ce 
alkyl; hydroxy Ci-Ce alkyl; - (CH2)C (0)N(CH3)2; - 
CH2CH2N(CH3)2; benzyl which is optionally substituted 
with 1 or 2 groups that are independently C1-C4 
alkyl, C1-C4 alkoxy or halogen; phenethyl; 
-CH2CH2pyridyl ; or -C (O) furanyl; or 

at each occurrence R31, R32 and the nitrogen to which they 
are attached independently form a pyrrolidinyl, 
piperazinyl, piperidinyl, or azepanyl, each of which 
is optionally s\ibs ti tut ed with hydroxymethyl , 
hydroxyethyl, methoxymethyl , or -C(0)NH2. 

13. A compound according to claim 12 wherein 
R40 is 3-ethylphenyl or 3-methoxyphenyl; and 

R42 is hydrogen. 

14. A compound according to claim 12 wherein 
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R51 at each occurrence is independently H, -SOaNH-propyl-OH, - 
S02NH-ethyl-0H, -S02NH-ethyl-OCH3, -SO2NH-CH (,CH3)2-CH20H, - 
SO2NH- ( CH2CH { OH ) CH3 ) , -S02NH-e thyl -m(CSz) , ' - 
S02NH{CH2CH20H)2, -S02lIHCH(CH3) CH2OH, -S02N(CH3)2, - 
S02NH{CH2CH (OH) CH3) , -SO2 -pyrrolidine, -SO2- (2,6- 
dimethylpiperidine) , -SO2- (2-propylpiperidine) , -SO2- 
(hydroxypropyl) , -C (0) - (2-methoxymethylpyrrolidine) , - 
C (0) - (2-methylpyrrolidine) , -C (O) -{2,6- 
dimethylpyrrolidine) , -C (0) - (2-hydroxyinethylpyrrolidine) , 
-C(0)N(methyl) (ethyl) , -C (0)N (methyl) (propyl) , 
-C (0)N (methyl) (butyl) , -C (0)N (propyl) (butyl) , 
-C(0)N(allyl) (cyclopentyl) , -C (O)N(allyl) (cyclohexyl) , 
-C (0)N (methyl) (methyl) , -C (0)N (ethyl) (ethyl) , 
-C(0)N(butyl) (butyl) , -C (O)N(isopropyl) (isopropyl) , 
-C(0)N(propyl) (propyl) , -C (0)N (methyl) (cyclohexyl) , 
-C(0)N(ethyl) (cyclohexyl) , -C (0)NH (cyclobutyl) , 
-C (0)NH (cyclopentyl) , -C {0)N(CH3) (cyclopentyl) , -C(0)NH(2- 
methylcyclohexyl ) , -C ( 0 ) NH (pentyl ) , 
-C(0)N(pentyl) (pentyl) ., -C (O)NH(isopentyl) , - 
C(0)NH(ethoxyethyl) , -C (0)N(CH3) (methoxyethyl) , 

( 0 ) N (propyl )( me tho3<ye thyl ) , 
-C(0)N (methoxyethyl) (methoxyethyl)., .... - 
-C(0)N(ethoxyethyl) (ethoxyethyl) , 

-C ( 0 )N (ethyl ) (methoxyethyl ) , -C ( 0 ) N (propyl ) (hydroxye thyl ) , 

-C ( 0 ) N ( hydroxye thyl ) ( ethyl ) , ethynyl , methyl , bromo , 

-N ( CH3 ) SO2 ( CH3 ) , -N ( CH3 ) S02-thienyl , - 

N (hydroxypropyl ) SO2CH3 , -CH2 ) -SO2- (CH3 ) , or -C (0) - 

CH(CH3)CH2CH2CH3. 

15. A coitrpoiind according to claim 14 wherein there are 
two R51 groups. 

16. A compound according to claim 15 wherein the R51 
groups are at the 3 and 5 positions of the phenyl group. 
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17. A coitpound according to claim 11 wherein 

R51 at each occurrence is independently Ci^Cs alkyl, Ci-Ce 
alkoxy, -C(0)NR3iR32# -C(0)CH2NH2/ cyclopentyloxy, - 
5 NHC {0)NH (ethyl) , oxazole optionally substituted with 1 or 

2 groups that are independently C1-C4 alkyl or phenyl, 
hydr oxy € thoxy , di ethyl amino e thoxy , 

wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
10 alkyl, hydroxy Ci-Ce alkyl, -CH2-tetrahydrofuran. 

18 . A cortpound according to claim 9 wherein 
R35 is cyclohexyl. 

15 19. A compound according to claim 15 wherein 

R40 is phenyl, or Ci-Cs alkyl, wherein each is \insubstituted or 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, halo {Ci- 
C4 alkyl ) ; and 

20 R42 and R41 are both hydrogen. 

20. A compound according to claim 16 wherein 
R40 is phenyl, 3 -methoxyphenyl , 4-methoxyphenyl, 3- 

e thoxypheny 1 , 4 -ethoxypheny 1 , 3 - tr i f luorome thylphenyl , 4 - 
2 5 tri f luorome thylphenyl , 2 -ine thylphenyl , 3 -me thylphenyl , 2 - 

ethylphenyl, 3-ethylphenyl, or C3-C6 alkyl; and 
R51 at each occurrence is independently Ci-Ce alkyl, Ci-Ce 

alkoxy, or halogen, 

wherein R31 and R32 at each occurrence are ' independently 
30 selected from the group consisting of hydrogen, C1-C5 

alkyl, hydroxy Ci-Ce alkyl, and -{Ci-Ce alkyl) phenyl 
wherein the phenyl group is unsubstituted or 
substituted with 1, 2, or 3 grroups that are 
independently Ci~C4 alkoxy, or halogen. 
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wherein at each occxirrence R31/ R32 and the nitrogen to 
which they are attached independently form a 
pyrrolidinyl, piperazinyl, piperidinyl, or azepanyl, 
each of which is optionally fused to a benzene, 
5 pyridine or pyrimidine ring and each of which is 

optionally siibstituted with hydroxy, hydroxy Ci-Ce 
alkyl, C1-C4 alkoxy Ci-Ce alkyl, -C(0)NH2, or -C(0)NH- 
benzyl . 

21. A compound according to claim 9 wherein 
is 3 -halo, 5-benzyloxyphenyl; 3 -benzyl oxyphenyl; or 4- 

benzyl oxyphenyl ; 
is H, cyclohexyl, phenyl, or Ci^Ce alkyl optionally 

substituted with 1 or 2 groups that are phenyl, hydroxy,"' " 
or C1-C4 thioalkoxy; and 
is hydrogen or -CH2CN. 

22. A compound according to claim 21 wherein 
is phenyl, -phenyl -pyridine, biphenyl, -(C1-C4 alkyl )-0- 

C(0)NH-phenyl, - (C1-C4 alkyl) -0-C (0)N (Ci-Ce alkyl ) -phenyl , 
-(C1-C4 alkyl) -SO2NH2, -(C1-C4 alkyl) -(C3-C6 cycloalkyl), - 
(C1-C4 alkyl) -C(0)0-(Ci-C4 alkyl), -(C1-C4 alkyD-Rsa, or.Ci-. 
Cs alkyl, wherein each of the above is unsubstituted or 
substituted with 1, 2, or 3 groups that are independently 
halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, -Obenzyl wherein 
the phenyl is optionally substituted with 1 or 2 halogens, 
-CHO, or -NHS02-{Ci-C4 alkyl). 

23. A compound according to claim 22 wherein 

30 R40 is phenyl or Ci-Ca alkyl, wherein each of the above is 

unsubstituted or substituted with 1, 2, or 3 groups that 
are independently halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, 
-Obenzyl wherein the phenyl is optionally sxibstituted with 
1 or 2 halogens, -CHO, or -NHSO2- (C1-C4 alkyl); and 
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R41 is hydrogen or Ci-Ce allqrl optionally siobstituted with 1 or 

2 groups that are phenyl, hydro3cy, or C1-C4 thioalkoxy; 
R42 is hydrogen; and 

R51 at each occurrence is independently Ca-Cg alJcyl, Ci-Cs 

alko3{y, -NHSO2- (C1-C4 allcyl) wherein the alkyl group is 
optionally substituted with 1, 2, or 3 halogens, -SO2-NH- 
(Ci-Cs alkyl)-NH2, -SO2-NH- (Ci-Ce alkyl) -NH (C1-C4 alkyl), - 
SO2-NH- (Ci-Ce alkyl) -N(Ci-C4 alkyl) (C1-C4 alkyl), 
-NHC(0)NH2, -NHC(0)NH{Ci-C6 alkyl), -NHC (0)N(Ci-C6 
alkyl) (Ci-Ce alkyl), -N(Ci-C6 alkyl ) C (0)NH2, -N(Cx-C6 
alkyl) C(0)NH(Ci-C6 alkyl), -N(Ci-C6 alkyl) C(0)N{Ci-C6 
alkyl) (C1-C6 alkyl), halogen, -CP3, OH, -SO2IJR31R32. - 
C(0)NR3iR32, -NR31R32/ hydroxy Ci-Cxo alkyl, -Obenzyl, - 
NHC{S)NH2, -NHC(S)NH{Ci-C6 alkyl), -NHC (S)N(Ci-C6 alkyl) (Ci- 
Ce alkyl), (C1-C4 alkyl) -0-phenyl,-C(0)-(Ci-C6 alkyl), -0- 
cyclopentyl, -O-cyclohejcyl, hydroxy C1-C4 alkoxy, 
aminoalkoxy, NH(Ci-C6alkyl) -alkoxy, NCCi-CealkyI) (Ci- 
Cealltyl) -alkoxy, 

wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce. alkyl, -(Ci-Ce alkyl) -NHCCi-Ce 
alkyl), -(Ci-Ce alkyl) -N(Ci-C6 alkyl) (Ci-Ce alkyl) , and 
benzyl wherein the phenyl group is unsvibstituted or 
substituted with 1, or 2 groups that are 
independently C1-C4 alkoxy, or halogen, " 
wherein at each occurrence R31, R32 and the nitrogen to 
which they are attached independently form a 
pyrrolidinyl, pipera^inyl, or piperidinyl, each of 
which is optionally substituted with hydroxy, hydroxy 
Ci-Cs alkyl, C1-C4 alkoxy Ci-Cg alkyl, -C(0)NH2, or - 
C(0)NH-benzyl. 

24. A con5)oxind according to claim 23 wherein 
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R40 is phenyl or Ci-Ce alkyl, wherein each of the above is 

imsubstituted or substituted with 1, 2, or 3 groups that 
are independently halogen, C1-C4 alkyl, C1-C4 alkoxy, or 
.CF3; and 

5 R51 at each occurrence is independently Ci-Ce alkyl, Ci-Ce 
alkoxy, -NHSO2CH3/ -NHSO2CF3, halogen, -CF3, OH, 
-SO2NR31R32, "C(0)NR3iR32, -NR31R32/ hydroxy Ci-Cio alkyl, 
hydroxy C1-C4 alkoxy, aminoalkoxy, NH (Ci-Cealkyl) -alkoxy, 
NCCi-Cealkyl) (Ci-Cealkyl) -alkoxy, 
10. wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
allc/l, hydroxy Ci-Ce alkyl, and benzyl wherein the 
phenyl group is unsubstituted or substituted with 1 
or 2 groups that are independently methoxy, ethoxy, 
15 or halogen, or 

wherein at each occurrence R31/ R32 and the nitrogen to 
-which they are attached independently form a 
pyrrolidinyl, piperazinyl, or piperidinyl ring each 
of which is optionally substituted with hydroxy, 
20 hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, or- 

C(0)NH2. 

25. • A compoimd according to claim 24 wherein 
R35 is 3-fluoro, 5 -benzyl oxyphenyl or 3-chloro, 5- 

25 benzyl oxyphenyl . 

26. A compound according to claim 9 wherein 

R35 is -S-phenyl, benzo[l,3]dioxole, furanyl, or thienyl; 
R41 is H, cyclohexyl, phenyl, or Ci-Ce alkyl optionally 
30 substituted with 1 or 2 groups that are phenyl, hydroxy, 

or C1-C4 thioalkoxy; and 
R42 is hydrogen or -CH2CN. 

27. A compovmd according to claim 26 wherein 
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is phenyl, -phenyl -pyridine, biphenyl, -phenyl -pyrimidinyl , 
-(C1-C4 alkyl)-0-C(0)NH-phenyl, - (C1-C4 alkyl) -0-C(0)N(Ci-C6 
alkyl) -phenyl, -(C1-C4 alkyl) -SO2NH2, -(C1-C4 alkyl) - (C3-C6 
cycloalkyl), -(C1-C4 alkyl) -C (0) 0- (C1-C4 alkyl), -{C1-C4 
alkyl )-R33, or Ci-Ce alkyl, wherein each of the above is 
iinsubstituted or substituted with 1, 2, or 3 groups that 
are independently halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, 
-Obenzyl wherein the phenyl is optionally substituted with 
1 or 2 halogens, -CHO, or -NHSO2- (Ci-.e4 alkyl), -NHSO2CF3. 

28. A confound according to claim 27 wherein 
R51 at each occurrence is independently selected from the group 
consisting of 

C1-C4 alkyl, -C(b)N(Ci-C6 alkyl) (Ca-Ce alkyl) , -C{0)NH2, 

. -C(0)N(C2-C6 alkenyl) (C3-C8 cycloalkyl), -C (0)NH(C3-C8 
cycloalkyl) , -C (0)NH(Ci-C6 alkyl) , C (0) - (pyrrolidine) 
, -.-optionally siibstituted with.l or two groups that are 
independently alkoxyalkyl or hydrosjy, halogen, - 
C(0)N(Ci-C6 hydroxyalkyl) (Ci-Ce alkyl), - 
C ( 0 ) NH { alko3cyalky 1 ) , 

-C (0)N (alkoxyalkyl) (alkoxyalkyl) , -C(0)N(Ci-C6 alkyl) 
(alkoxyalkyl), -C (0)N(Ci-C6 hydroxyalkyl) (alkyl) , 
-NHSO2CF3, -N(Ci-C6 alkyl) -S02-thienyl, -N(Ci-C6 
hydroxyalkyl) S02-(Ci-C6 alkyl), -NHC(0)Ci-C4 alkyl, 
oxazolyl optionally siibstituted with 1 or 2 methyl 
groups, thiazolyl optionally svibstituted with 1 or 2 
methyl groups, pyrazolyl optionally substituted with 
1 or 2 methyl groups, imidazolyl optionally 
sxibstituted with 1 or 2 methyl groups, isoxazolyl 
optionally substituted with 1 or 2 methyl groups, 
pyrimidinyl optionally substituted with 1 or 2 methyl 
or halogen groups, -NHSO2CH3, -NHSO2- imidazolyl 
wherein the imidazole ring is optionally substituted 
. with 1 or 2 methyl groups, -N(Ci-C6 alkyl) SO2 (Ci-Ce 
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alkyl), -SO2NH-C1-C6 hydroxyalkyl , -SO2NH-C1-C6 alkyl- 
NH{Ci-C4 alkyl), -SO2 -piper azinyl optionally 
substituted with 1 or 2 methyl groups, -SO2- 
pyrrolidine optionally substituted with 1 or 2 methyl 
5 groups, -SO2 -piper idine optionally substituted with 1 

or 2 C1-C4 alkyl groups, -S02N(Ci-C4 hydroxyalkyl) (Ci- 
C4 hydroxyalkyl ) , -SO2NH2, -S02N(Ci-C6 alkyl) (Ci-Cs 
alkyl), C2-C6 alkynyl, -SO2- (Ci-Ce hydroxyalkyl) , - 
S02NH(Ci-C6 hydroxyalkyl), -S02N(Ci-C6 alkyl) (Ci-Ce 
10 . hydroxyalkyl), -(C1-C4 alkyl) -SO2- (C1-C4 alkyl), or - 

C(0):-(Ci-Cio alkyl) . 

29. A compound according to claim 28 wherein 
Rsi at each occurrence is independently selected from the group 

15 consisting of -SO2NH -propyl -OH, -S02NH-ethyl-0H, -SO2NH- 

ethyl-OCHs, -S02NH-CH(CH3)2-CH20H, -SO2NH- (CH2CH(OH)CH3) , - 
S02NH-ethyl-NH(CH3) , -S02NH(-CH2CH20H)2, -S02NHCH(CH3) CH2OH, 
-S02N{CH3)2, -S02NH(CH2CH(OH)CH3) , -S02-pyrrolidine, -SO2- 
(2, 6-dimethylpiperidine) , -SO2- (2-propylpiperidine) , -SO2- 

20 { hydroxypropyl ) , -C ( O ) - ( 2 -me thoxyme thy Ipyrrol idine ) , - 

, . C (0) - {2-methylpyrrolidine) , -C (0) - (2 , 6- 

dime thy Ipyrrolidine) , -C{0) - (2-hydroxymethylpyrrolidine) , 
-C ( 0 ) N (methyl ) ( ethyl ) , -C ( 0 ) N (methyl ) (propyl ) , 
-C(0)N(methyl) (butyl) , -C (0)N (propyl) (butyl) , 

25 -C{0)N(allyl)(cyclopentyl) , -C (O)N(allyl) (cyclohexyl) , 

-C ( 0 ) N (methyl ) (methyl ) , -C ( O ) N ( ethyl ) ( ethyl ) , 
-C(0)N(butyl) (butyl) , -C (O)N(isopropyl) (isopropyl) , 
-C (0)N (propyl) (propyl) , -C (0)N (methyl) (cyclohexyl) , 
-C ( O ) N ( ethyl ) ( cyclohexyl ) , -C ( O ) NH ( cyclobutyl ) , 

30 -C(0)NH(cyclopentyl) , -C(0)N{CH3) (cyclopentyl) , -C(0)NH(2- 

methylcyclohexyl ) , -C ( 0 ) NH (pentyl ) , 
-C(0)N(pentyl) (pentyl) , -C(0)NH(isopentyl) , - 
C ( 0 ) NH ( ethoxyethyl ) , -C ( O ) N ( CH3 ) (methoxyethy 1 ) , 
-C ( O ) N (propyl j (methoxyethyl ) , 



-995- 



wo 03/040096 ^ ^ PCT/US02/36072 

-C ( 0 ) N (methoxyethyl ) (methoxyethyl ) , 
-C ( O) N ( ethoxyethyl ) ( ethpxyethyl ) , 

-C{0)N (ethyl) (methoxyethyl) , -C(0)N (propyl) (hydroxyethyl ) , 

-C ( O ) N ( hydroxyethyl ) ( ethyl ) , e thynyl , methyl , bromo , 

-N(CH3)S02(CH3) , -N(CH3)S02-thienyl, - 

N (hydroxypropyl ) SO2CH3 , - (CH2 ) -SO2- {CH3 ) , or -C ( 0) - 

CH(CH3)CH2CH2CH3. 

30. A compoiind according to claim 27 wherein 
R40 is phenyl or Ci-Cs al]Q^l, wherein each of the above is 

vinsxibstituted or sxjbstituted with 1, 2, or 3 groups that 
are independently halogen, C1-C4 alkyl, C1-C4 alkoxy, CF3, 
-Obenzyl wherein the phenyl is optionally substituted with 

1 or 2 halogens, -CHO, or -NHSO2- (Cr-C^ -alkyl) ; and 

R41 is hydrogen or Ci-Ce alkyl optionally STibstituted with 1 or 

2 groups that are phenyl, hydroxy, or C1-C4 thioalkoxy; 
and; 

II42 is hydrogen; and 

R51 at each occurrence is independently Ci-Cg alkyl, Ci-Ce 

ailkoxy, -NHSO2- (C1-C4 all^rl) wherein the alkyl group is 
optionally substituted with 1, 2, or 3 halogens, -S02rira- 
(Ci-Ce allqyl)-NH2/ -SO2-NH- (Ci-Ce alkyl) -NH(Ci-C4 alkyl), - 
SO2-NH- (Ci-Ce alkyl )-N(Ci-C4 alkyl) (C1-C4 alkyl), 
-NHC(0)NH2, -NHC(0)NH(Ci-C6 alkyl), -NHC (0)N (Ci-Cg 
alkyl) (Ci-Ce alkyl), -N(Ci-C6 alkyl)C(0)NH2, -N(Ci-C6 
alkyl )C(0)NH(Ci-C6 alkyl), -N(Ci-C6 alkyl )C(0)N(Ci-C6 
alkyl) (Ci-Ce alkyl), halogen, -CF3, OH, -SO2NR31R32, 
-C(0)NR3iR32/ -NR31R32/ hydroxy Ci^Cio alkyl, -Obenzyl, - 
NHC(S)NH2, -NHC(S)NH(Ci-C6 alkyl) , -NHC (S) N(Ci-C6 alkyl) (d- 
Ce alkyl), (C1-C4 alkyl ) -0-phenyl , -C(0)-(Ci-C6 alkyl), -0- 
cyclopentyl, -O-cyclohej^l , hydroxy C1-C4 alkoxy, 
aminoalko3cy, NH(Ci-C6 alkyl ) -alkoxy , N(Ci-C6 alkyl) (Ci-Cs 
alkiyl) -alkoxy, 
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wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, -(Ci-Ce alkyl) -NH(Ci-C6 
alkyl), -{Ci-Ce alkyl) -N(Ci-C6 alkyl) (Ci-Ce alkyl), and 
benzyl wherein the phenyl group is Tinsubstituted or 
substituted with 1, or 2 groups that aire 
independently C1-C4 alkoxy, or halogen, 

wherein at each occurrence R31/ R32 and the nitrogen to 
which they are attached independently form a 
pyrrolidinyl, piperazinyl, or piperidinyl, each of 
which is optionally substituted with hydroxy, hydroxy 
Ci-Ce alkyl, Ci-C4 alkoxy Ci-Cg alkyl, -C(0)1JH2/ or - 
C(0)NH-benzyl, 

31. A compound according to claim 30 wherein 
R40 is phenyl or Ci-Ce alkyl, wherein, each of the .above is 

tinsaabstituted or substituted with 1, 2, or 3- groups that 
are independently halogen, Ci-C4 alkyl, Ci-C^ alkoxy, or 
CF3; and 

R51 at each occurrence is independently Ci-Ce alkyl, Ci-Ce 
alkoxy, -NHSO2CH3, -NHSO2CF3, halogen, -CF3, OH, 
-SO2NR31R32. -C(0)NR3iR32/ -NR31R32. hydroxy Ci-Cio alkyl, 
hydroxy C1-C4 .alkoxy, aminoalkoxy, NH (Ci-Cealkyl) -alkoxy, 
N(Ci-C6alkyl) (Ci-Cealkyl) -alkoxy, 

wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, and benzyl wherein the 
phenyl group is tinsxibstituted or substituted with 1 
or 2 groups that are independently methoxy, ethoxy, 
or halogen, or 

wherein at each occurrence R31, R32 and the nitrogen to 
which they are attached independently form a 
pyrrolidinyl, piperazinyl, or piper idinyl ring each 
of which is optionally substituted with hydroxy. 
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hycabroxy Ci-Ce alkyl, Ci"C4 alkoxy Ci-Ce alkyl, or- 
C(0)NH2. 

32. A compound of the fonmila: 

H OH R42 

T i "55 
o = 

R35 

or a pharmaceutically acceptable salt thereof, wherein 
R30 is selected from the group consisting of phenyl, 

pyrazolopyrimidinyl / oxa-aza-benzoazulenyl , isoxazolyl , 
triazolopyridinyl , pyrrol idinonyl , tetrahydrothia-aza- 
fluorenyl, pyridyl, piperidinyl, 

dihydrocyclopentaquinolinyl , f uaryl , naphthothienyl , 
phthalazinonyl , thiadiazolyl , thienopyrimidinonyl , oxa- 
diaza-cyclopentanaphthalenyl , dihydrobenzodioxepinyl , 
chromanonyl, chromenonyl, oxazolidinyl, purinyl, oxaxolyl, 
thiazolyl , pyridazinonyi , thiazolyl , pyranyl , 
dihydropyranopyr idinyl , diazepanyl, cyclopropyl, 
dihydronaphthoisoxazolyl, benzoindazole, 
dihydrocyclopentachromenonyl , imidazopyrazolyl, 
tetrahydrocyclopentachromenonyl , dihydroquinolinonyl , 
pyridyl , isochromanyl , guinazolinonyl , pyrazolopyridinyl , 
dihydrobenzothiophene dioxide, dihydrpf urobenzoisoxazolyl , 
dihydropyrimidine dionyl , thienopyrazolyl , oxazolyl , 
tetrahydrocyclopentapyrazolyl , dihydronaphthalenonyl , 
dihydrobenzof tiranonyl , dihydrocyclopentathi enyl , 
tetrahydrocyclopentapyrazolyl , tetrahydropyrazoloazepinyl , 
indazolyl, tetrahydrocycloheptaisoxazolyl, 
tetrahydroindolonyl , pyrrolidinyl , thienopyridinyl , 
dioxodihydrobenzoisothiazolonyl , triazolopyrimidinyl , 
thienyl , dihydrothienopyrimidinonyl , and benzooxadiazolyl , 
wherein each of the above is xmsubstituted or substituted 
with 1, 2, 3, 4, or 5 groups that are independently 
selected from the group consisting of 
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Ci-Cio allcyl optionally substituted with phenyl, hydroxy, 
hydroxy Ci-Cio alkyl optionally substituted with 
phenyl or (C1-C4 alkyl ) phenyl , C1-C6 alkoxy optionally 
substituted with 1 or 2 hydroxy groups, -C(0)NR3iR32/ 
5 -NR31-SO2- (Ci-Ce alkyl) wherein the alkyl group is 

optionally substituted with 1, 2, or 3 R33 groups, - 
S02-NH(Ci-C6 alkyl) wherein the alkyl group is 
optionally substituted with 1 or 2 R33 groups, -SO2- 
N(Ci-C6 alkyl) {Ci-Cs alkyl) wherein each alkyl group 

10 is optionally substituted with 1 or 2 R33 groups, - 

S02-NH{Ci-C6 alkyl ) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 groups that are 
independently Ci"C4 alkoxy or"^ halogen, -O- (Ci-Ce 
alkyl ) -phenyl / - (Ci-Ce" alkyl) -0-phenyl , - (Ci-Ce 

15 alkyl) -0- (Ci-Ce alkyl ) -phenyl , triazolidine-3 , 5- 

di one >. /halogen, -NHC{0)NH2, -N(Ci-C6 alkyl) C{0)NH2, 
-N(Ci-C6 alkyl)C(0)NH(Ci-C6 alkyl), -N(Ci-C6 
alkyl )C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), - (Ci-Ce alkyl) 
thienyl, -{Ci-Ce alkyl) furanyl, -S- (Ci-Ce alkyl) 

20 phenyl, -SO2NR31R32/ "-C(O) -NR31R32/ -NR31R32/ dithiane, 

-NHC(S)NH2, -NHC(S)NH(Ci-C6 alkyl), -NHC (S)N(Ci-C6 
alkyl) (Ci-Ce alkyl), -C02(Ci-C6 alkyl), 
tetrahydropyran, phenyl optionally substituted with 1 
or 2 groups that are independently F; CI or Br, 

25 pyridine, -C2-C4 alkynyl -phenyl, -O-C3-C6 cycloalkyl, 

-0-{Ci-C6 alkyl )-R33, benzo [1, 2 , SJoxadiazole, -C(0)- 
(Ci-Ce alkyl) wherein the alkyl group is optionally 
substituted with NH2, N(Ci-C6 alkyl), or N(Ci-C6 
alkyl) (Ci-Ce, alkyl); -C {0)NH-phenyl, -C{0)N(Ci-C6 

30 alkyl) -phenyl, 4, 4-Dimethyl-4, 5-dihydro-oxazole, - 

(Ci-Ce alkyl )-s-pyridine, - {Ci-Ce alkyl) -SO2 -pyridine, 
-(Ci-Ce thioalkoxy) -pyridine, 
wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
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alkyl, hydroxy Ci-Ce alkyl, Ci-Ce haloalkyl, - (Ci-Ce 
alkyl)-C(0)NH2, - (Ci-Cs alkyl) -C (0)NH{Ci-C6 alkyl), - 
(Ci-Ce alkyl)-C(0)N{Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Cg 
alkyl)-NH2/ -(Ci-Ce alkyl) -NH(Ci-C6 alkyl) , -(Ci-Ce 
5 alkyl)-N{Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Ce 

alkyl ) phenyl , -(Ci-Ce alkyDpyridyl, -C (O) furanyl, 
(Ci-Ce alkyl) -tetrahydrofuran, wherein 
the phenyl and pyridyl groups are unsubstituted or 
substituted with 1, 2, 3, 4, or 5 groups that 
10 are independently C1-C4 alkyl, hydroxy, C1-C4 

alkoxy, halogen, or 
R3i# R32 and the nitrogen to which they are attached form a 
5, 6, or 7 membered heterocycloalkyl or a 6 membered 
heteroaryl ring, each of which is optionally fused to 
15 a benzene, pyridine or pyrimidine ring and each of 

which is optionally substituted with Ci-Ce alkoxy, 

hydroxy, hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, 
-C{0)NH2. -C{0)NH~ (Gi-G6 alkyl) -phenyl; 
R33 at each occurrence is independently, H, NH2, NH(Ci-C6 
20 alkyl), N(Ci-C6 alkyl) (Ci-Ce alkyl), N(Ci"C6 

alkyl) (phenyl) ; 
R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, 
thienyl, Ci-Ce- alkyl, furanyl, each of which is 
unsiibstituted or substituted with" 1, 2, 3, 4, or 5 groups 
25 that are independently C1-C4 alkyl, C1-C4 alkoxy, OH, 

hydroxy Ci-Ce alkyl, halogen, halo Ci-Ce alkyl, halo Ci-Ce 
alkoxy, -0-(Ci-C6 alkyl) -phenyl , -C02-(Ci-C6 alkyl), -(C1-C4 
alkyl )-(C5-C6 cycloalkyl) ; 
R42 is H, Ci-Ce alkyl, benzyl, -NHC (O) - (Ci-Cs alkyl), or -NHC(O)- 
30 phenyl wherein the phenyl is optionally substituted with 1 

or 2 alkyl groups, 
R55 is cyclohexyl; cyclopentyl; azepanone; phenyl; piperidinyl; 
-S02-phenyl; pyrrolidinyl; or 4, 5, 6, 7-tetrahydro" 
thiazoio [5 /4-c] pyridine; wherein each is optionally 



-1000- 



wo 03/040096 ^ ^ PCT/US02/36072 

substituted with -C{0)NH2; -C{0)NH(Ci-C6 alkyl) ; -C(0)N(Ci" 
C6 alkyl) (Ci-Cg alkyl); Ci-Ce alkoxycarbonyl ; -0-(Ci-C6 
alkyl) -C(0)NR3iR32; - (Ci-Ce alkyl ) -phenyl ; 4, 5~dihydro-2H- 
pyridazin-3-one; Cs-Ce cycloalkyl which is optionally 
5 substituted with one CN group, phenyl oxy wherein the 

phenyl group is optionally substituted with -NHC(O) Ci-Ce 
alkyl, -N(Ci-C6 alkyl) -C (OCi-Cs alkyl, wherein 
R31F R32 and the nitrogen to which they are attached form a 
pyrrolidine, piperidine, piperazine, moorpholine, or 
10 thiamorpholine ring, wherein each ring is 

unsTibstituted or substituted with 1, 2, or 3 groups 
that are independently OH, Ci-Ce alkyl, Ci-Ce alkoxy, 
-(.Ci-Ce alkyl) -imidazole wherein the imidazole is 
optionally substituted with 1 or 2 C1-C4 alkyl 
15 ^ *" groups, or hydroxy (Ci-Ce alkyl) wherein the alkyl 

group is optionally substituted with 1 phenyl ring,, 
or - . . . . . . 

R42/ R55 and the nitrogen to which they are attached form a 
tetrahydroisoquinolinyl, dihydroisoquinolinyl, or 
20 isoquinolinyl group which is optionally substituted by 1, 

2, 3, or 4 groups that are independently halogen, C1-C4 
alkyl, C1-C4 alkoxy, CN, OH, and phenyl, wherein the phenyl 
is optionally stibstituted with halogen, hydroxyl, C1-C4 
alkoxy, and C1-C4 alkyl . . 

25 - 

33, A compound according to claim 32 wherein 
R30 is selected from the group consisting of phenyl, 

' pyrrolidinonyl, pyridyl, piperidinyl, furyl, cyclopropyl, 
and thienyl, wherein each of the above is unsubstituted or 
30 substituted with 1, 2, 3, 4, or 5 groups that are 

independently selected from the group consisting of 
Ci-Cio alkyl, hydroxy, hydroxy Ci-Cio alkyl Ci-Ce alkoxy, 
-NR3i-S02-(Ci-C6 allcyl), -S02-NH(Ci-C6 alkyl), -SO2- 
N(Ci-C6 alkyl) (Ci-Ce alkyl), halogen, -NHC(0)NH2, 
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-N(Ci-C6 alkyl)C(0)NH2/ -N(Ci-C6 alkyl)C{0)NH(Ci-C6 
alkyl), -N(Ci-C6 alkyl)C(0)N(Ci-C6 alkyl) (Ci-Cg alkyl) , 
-S02NR3iR32» -C{0) -NR3iR32» -NR31R32, -C2-C4 alkynyl- 
- phenyl, -O-C3-C6 cycloalkyl, -0-(Ci-C6 alkyl )-R33/ 
5 benzo[l,2,5]oxadiazole, -C(0)-(Ci-C6 alkyl; 

wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, Ci-Ce haloalkyl, - (Ci-Cs 
alkyl) -C(0)NH2, -(Ci-Ce alkyl) -C(0)NH(Ci-C6 alkyl), - 
10 (C1-C6 alkyl )-C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Ce 

alkyl) -NHa, -(Ci-Ce alkyl) -NH(Ci-C6 alkyl), -{Ci-Ce 
alkyl) -N (Ci-Cs alkyl) (Ci-Ce alkyl), benzyl, and 
-C(0) furanyl, wherein 

the phenyl and pyridyl groups are unsubstituted or 
"■""•IS substituted with 1, 2, or 3, groups that are 

independently C1-C4 alkyl, hydroxy, C1-C4 alkoxy, 
or halogen, or 

R31, R32 and the nitrogen to which they are attached form a 
5, 6, or 7 membered heterocycloalkyl or a 6 membered 
20 heteroaryl ring,' each of which is optionally 

siibstituted with Ci-Ce alkoxy, hydroxy, hydroxy Ci-Ce 

.. allc/1, C1-C4 alkoxy Ci-Ce alkyl, or -C(0)NH2; 

R35 is phenyl, C3-C6 cycloalkyl, or -S-phenyl, each of which is 
•unsubstituted or substituted with 1, 2, or 3 groups that 
25 are independently C1-C4 alkyl, C1-C4 alkoxy, CF3, OCF3, 

halogen, -Obenzyl, -CO2- (Ci-Ce alkyl) , - (C1-C4 alkyl) - (C5-C6 
cycloalkyl) ; 

R42 is H, Ci-Ce alkyl, benzyl, -NHC (0) - (Ci-Ce alkyl), or -NHC(O)- 
phenyl wherein the phenyl is optionally sxjbstituted with 1 
30 or 2 alkyl groups,. 

R55 is cyclohexyl; azepanone; phenyl; piperidinyl; -SCb-phenyl; 
pyrrolidinyi ; or 4,5,6, 7-tetrahydro- thiazolo [5,4- 
c] pyridine; wherein each is optionally substituted with - 
C(0)NH2; Ci-Ce alkoxycarbonyl ; -O- (Ci-Cs alkyl) -C (ONRsiRaa; 
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- ( Ci-Ce alkyl ) -phenyl ; 4 , 5-dihydro-2H-pyridazin-3-one ; 
cyclopentyl which is optionally siabstituted with one CN 
group, phenyloxy wherein the phenyl group is optionally 
substituted with -lIHC(0)Ci-C6 alkyl, wherein 
5 R31/ R32 and the nitrogen to which they are attached form a 

pyrrolidine, piperidine, piperazine, or morpholine. 
ring, wherein each ring is unsubstituted or 
siibstituted with 1, 2, or 3 groups that are 
independently OH, -(Ci-Ce alkyl) -iinidazole wherein 
10 the iinidazole is optionally substituted with 1 or 2 

C1-C4 alkyl groups, or hydroxy (Ci-Ce alkyl) wherein 
the alkyl group is optionally substituted with 1 
phenyl ring, 

or ' 
15 R42/ R55 and the nitrogen to which they are attached form a 
tetrahydroisoquinolinyl, group which is optionally 
substituted by 1, 2, 3, or 4 groups that are independently 
halogen, C1-C4 alkyl, C1-C4 alkoxy, OT, OH, and phenyl, 
wherein the phenyl is optionally substituted with halogen, 
20 hydroxyl, C1-C4 alkoxy, and C1-C4 alkyl. 

34. A compound according to claim. 33 .wherein 
R30 is selected from. the group consisting of phenyl, pyridyl, 

or piperidinyl wherein each of the above is unsiobstituted 
25 or substituted with 1, 2, 3, 4, or 5 groups that are 

independently selected from the group consisting of 
Ci-Cio alkyl, hydroxy, hydroxy Ci-Cio alkyl Ci-Ce alkoxy, 

halogen, -SO2NR31R32/ -C(0) -NR31R32/ -NR31R32/ -O-Ca-Ce 
cycloalkyl, -C{0)-(Ci-C6 alkyl); 
30 wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
alkyl, hydroxy Ci-Ce alkyl, - (Ci-Ce alkyl) -NH2, -(Ci-Ce 
alkyl )-.NH(Ci-C6 alkyl), -(Ci-Ce alkyl) -N(Ci-C6 
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alkyl) (Cx-Ce alkyl) , benzyl, and -C(0)furanyl, 
wherein 

the phenyl group is unsubstituted or soobstituted with 
1, 2, or 3, groups that are independently C1-C4 
all^l, hydroxy, C1-C4 alkoxy, or halogen, -or ' 
R31/ ..R32 and the nitrogen to which they are attached form a 
pyrrolidinyl , piperidinyl, morpholinyl, pyridinyl, or 
pyrimidinyl ring, each of which is optionally 
substituted with Ci-Ce alkoxy, hydroxy, hydroxy Ci-Ce 
alkyl, C1-C4 alkoxy Ci-Ce alkyl, or -C(0)NH2; 
R35 is phenyl, cyclohexyl, cyclopentyl, or -S-phenyl, each of 
which is unsubstituted or s\ibstituted with 1, 2, or 3 
groups that are independently C1-C4 alkyl, C1-C4 alkoxy, 
CF3, OCP3, halogen, -Obenzyl, -C02-(Ci-C6 alkyl), -(C1-C4 
alkyl) - (C5-C6 cycloalkyl) . 

35. A compound of the formula 



or a pharmaceutically acceptable salt thereof, wherein . 
R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, ' 

thienyl, Ci-Ce alkyl, furanyl, each of which is . 

unsubstituted or substituted with 1, 2, 3, 4, or 5 groups 



hydroxy Ci-Ce alkyl, halogen, halo Ci-Ce alkyl, halo Ci-Cs 
alkoxy, -0-(Ci-C6 alkyl ) -phenyl , -cOa-CCx-Ce alkyl), -(C1-C4 
alkyl ) - (C5-C6 cycloalkyl ) ; 
R40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl - 

benzothienyl, -phenyl -thienyl, -phenyl- furanyl, -phenyl- 
pyrimidinyl, -phenyl-isooxazolyl, -C (O) -pyridyl, -(C1-C4 
alkyl )-0-C(0.)NH-phenyl, -(C1-C4 alkyl) -0-C (0)N(Ci-C6 
alkyl) -phenyl, -(C1-C4 alkyl ) -phenyl , -(C1-C4 alkyl) -SO2NH2, 
-(C1-C4 alkyl) -S02NH{Cx-C6 alkyl), -(Ci-C« alkyl ) -SO2N (Ci-Ce 




O 



that are independently C1-C4 alkyl, C1-C4 alkoxy, OH, 
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alkyl) (Ci-Ce alkyl) , CN, -(Cx-C4 alkyl) - (C3-C7 cycloalkyl), 
-(C1-C4 alkyl )-C(0)0-(Ci-C4 alkyl, - (C1-C4 alkyl )-R33, Ci-Cs 
alkyl, -(C1-C4 alkyl) -NHC(0)-{Ci-C4 alkyl), -C(0)NH2, 
wherein each of the above rings is lansubstituted or 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, halo (Ci- 
C4 alkyl) , -0-(Ci-C4 alkyl) ^phenyl wherein the phenyl is 
optionally substituted with 1 or 2 halogens, -CHO, -NHSO2- 
(C1-C4 alkyl), -•N(Ci-C4 alkyl) SO2- (C1-C4 alkyl) wherein the 
alkyl is optionally substituted with 1, 2, or 3 halogens, 
R42 is H,. Ci-Ce alkyl optionally substituted with OH; benzyl; - 
NHC(0)-(Ci-C6 alkyl); -NHC (0) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 alkyl groups; -C02-(Ci- 
Ce alkyl); -CO2- (benzyl) ; or -C(0)-(Ci-C6 alkyl); 
II52 is H, phenyl, -NHC (0) - (Ci-Ce alkyl) - (Ci-Ce thioalkoxy) , - 

N(Ci-C6 alkyl)C(0)-(Ci-C6 alkyl) -(Ci-Gg thioalkoxy), OH, Ci- 
Ce alkyl, Ci-Cg alkoxy, mono or di(Ci-C6 alkyl) amino, 
-NHC(0)-(Ci-C6 alkyl) wherein the alkyl group is 
optionally sxibstituted .with, a phenyl, -N(Ci-C6 alkyl )c(0) - 
(Ci-Ce alkyl) wherein the alkyl groups are each optionally 
substituted with a phenyl, - (CH2)o-4-S02- (Ci-Cio alkyl), - 
NHC02-benzyl, or -NH2, and 
Rso is -L-V-R65, Ci-Ce alkyl, or hydroxy Ci-Ca alkyl, wherein the 
alkyl or hydroxyalkyl groups are optionally substituted with 1 
or 2 L-V-Rgs groups, wherein 

L is absent, -C(0)-, -CO2-, -C(0)NH-, -C(0)N(Ci-C6 alkyl)-, 
-NHC(O)-, -N(Ci-C6 alkyl )-C(0)-, - (CHj) 0-4-SO2- (CH2) 0-4- 
, -(CH2)o-4-0-(CH2)i).4-, -(CH2)o.4-S-(CH2)o-4-, -NHC(0)NH- 
, -N(Ci-C6 alkyl )C(0)NH-, -N(Ci-C6 alkyl)C (0)N{Ci-C6 
alkyl)-, -NHC(0)N(Ci-C6 alkyl)-, -NH-, -NCbenzyl)-, 
-N (phenyl ) - , - (CH2 ) 0-4-NHSO2- (CH2 ) o-4- / -N (Ci-Cg 
alkyl )S02-, -SO2NH-, -S02N(Ci-C6 alkyl)-, or C2-C6 
alkenyl ; or 
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V is absent, -(CH2)o«4-C(0)NH-, - (CH2) o-4-C(0)N(Ci-C6 alkyl)- 
, cyclopropyl optionally sxibstituted with 1 or 2 Ci- 
C4 allQrl groups, =NH, =NOH, =N-alkoxy, Ci-Ce alkyl - 
optionally substituted with 1 or 2 OH; or 
-CH (phenyl)- wherein the phenyl is optionally 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen or OH; cyclopentyl; cyclohexyl; 
or -CH (phenyl) -; 

Res is cyclohexyl; cyclopentyl; phenyl; -(Ci-Ce alkyl)- 

phenyl; NH2; mono or di (Ci-Cio alkyl) amino wherein the 
alkyl group or groups are optionally substituted with 
1 or' 2 groups that are independently cyclopropyl, 
phenyl or OH; oxadiazolyl; triazolopyriinidinyl ; 
triazolyl; thiadiazolyl; 3H-quina2olin-2-onyl; 
pyrimidinyl; pyridyl; pyridyl N-oxide; -{Ci-Ce 
alkyl) -pyridyl; piperazinyl; phthalazinyl; 
tetrahydro-thiophenyl l,l^dioxide; tetrazolyl; C3-C6 " 
cycloalkyl-Ci-Ce alkyl; -(C1-C4 alkyl) -SO2- (C1-C4 
alkyi); -S02-(Ci-C6 alkyl) ;. .benzothiazolyl; hexahydro- 
isoindole-l,3-dionyl; benzimidazolyl; benzoxazolyl; 
[1,2,4] tr iazolo [ 1 , 5-a] pyrimidinyl ; 
[1,2,4] triazolo [4 , 3-a] pyrimidinyl , thiazolyl; 
thiadiazolyl; imidazo [1, 2 -a] pyridine; 3-aza- 

■ bicyclo [3.2.2] nonane ; pyrrol idinonyl ; diazepanyl ; 
benzo [1,2,5] thiadiazolyl; -NHSO2- (4-methylphenyl) ; 
[1,2,4] triazolo [4 , 3 -b] pyridazinyl , 
benzbpyrrolidinonyl; morpholinyl; thiomorpholinyl; 
thiomorpholinyl S-oxide; thiomorpholinyl S,S-di oxide; 
2 , 3 -dihydro-benzo [b] thiophene 1 , 1-dioxide ; 
pyrrolidinyl; [l,2,4]oxadiazole; Ci-Cio alJcyl; 
isoxazolyl; 2, 3-dihydro-lH-indolyl; quinazolinonyl; 
quinazolinyl; piperidyl; -CO2- (Ci-Ce alkyl); 
dibenzof uranyl ; dihydroindolinonyl ; 

■ triazolobenzimidazolyl; benzotriazolyl; 
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tetrahycaxobenzof uranonyl ; benzof uranyl ; 
dihydrobenzof uranyl , tetrahydrof xiranyl ; f uranyl ; 
oxazolopyridinyl; tetrahydrobenzothienyl; 
dihydropurinyl dione; indolyl; thienyl; imidazolyl; 
5 cyclohexanonyl; naphthyl; tetrahydro thienyl S,S- 

di oxide; chroinanyl; isoindolinonyl; 
[1,2,4] triazolo[4,3-a]pyrimidinyl; -phenyl- 
oxazolidinonyl ; 3-oxo-2 , 3-dihydroiitiidazo [2,1- 
b] [1, 3] thiazolyl; dihydr.othiazolyl; benzodioxinyl; 
10 2,3 dihydrobenziitiidazplidinonyl; 

tetrahydrocyclopenta [b] chromenonyl ; l-H- 
' benzo [g] indazolyl; 4 , 5-dihydronaphtho [2,1- 
d] Isoxazolyl ; tetraazolo [ 1 , 5-b] pyridazinyl ; pyrrolyl ; 
dihydropyrazolidinonyl; -NHSO2NH2; -N(Ci-C6 
15 ^ ' alkyl)S02NH2; -N(Ci-C6 alkyl) SO2NH (Ci-Ce alkyl) ; -N(Ci- 

...... . Ce alkyl) S02N(Ci-C6 alkyl) (Ci-Ce alkyl); -NHSO2NH (Ci-Ce 

alkyl); ~NHS02N(Ci-C6 alkyl) (Ci-Ce alkyl); . . 
tetrahydrobenzothienyl; imidazolidinyl dione; 
diazepanonyl; or dihydroanthracenyl dione; wherein 
20 • each of the above is optionally siibstituted with 1, 

2, 3, 4, or 5 groups that are independently 
Ci-Ce alkyl, CF3, halogen, phenyl, -(C1-C4 alkyl )- 
phenyl, -C(0) phenyl, pyrrol idine-di one, Ci-Ce 
alkoxy, -C{0)-furan, -C(0)NH2, -C (0)NH(Ci-C6 
25 alkyl), -C(0)N(Ci-C6 alkyl) (Ci-Ce 

alkyl) ,cyclopropyl, - (CH2)o-4-cyclopentyl, 
benzoxazolyl, pyridine, -NHC (0) - (Ci-Ce alkyl) , 
. -N(Ci-C6 alkyl)C(0)"(Ci-C6 alkyl), -C(0)Ci"C6 
alkyl, -CO2H, -NHS02-(Ci-C8 alkyl), -n(Ci-C6 
30 alkyl) S02-(Ci-C8 alkyi) , (Ci-Ce alkoxy), OH, 

oxazolyl, ' (Ci-Ce thioalkoxy) , or CNi 

36. A confound according to claim 35 wherein 
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R35 is phenyl, cyclohexyl, -S-phenyl, or benzodioxole, each of 
which is ixnsvibstituted or svibstituted with 1, 2, 3, 4, or 
5 groups that are independently methyl, ethyl, methoxy, 
ethoxy, OH, halogen, CP3, OCF3, -Obenzyl, -cOa-CCi-Cs 
alkyl), -(C1-C4 alkyl)-(Cs-C6 cycloalkyl) ; 

R40 is phenyl, -phenyl -pyridine, biphenyl, -(C1-C4 alkyl) -SO2NH2, 
-(C1-C4 alkyl )-S02NH(Ci-C6 alkyl), -(C1-C4 alkyl) -S02N(Cx-C6 
alkyl) (Ci-Ce alkyl), -(Ci-C4 alkyl) - (cyclopentyl) , -(C1-C4 
alkyl) -C(0)0-(Ci-C4 alkyl, Ci-Cs alkyl, - (C1-C4 alkyl) - 
NHC(0)-(Ci-C4 alkyl), -C(0)NH2, wherein each of the above 
rings is unsubstituted or sxibstituted with 1, 2, 3, 4, or 
5 groups that are. independently halogen, C1-C4 alkyl, C1-C4 
alkoxy, halo, {C1-C4 alkyl), -Obenzyl wherein the phenyl is 
optionally siibstituted with 1 or 2 halogens, 

R42 is H, Ci-Ce alkyl, or benzyl; 

R52 is H, -NHC(0)-(Ci-C6 alkyl) -(Ci-Ce thioalkoxy) , -N(Ci-C6 
alkyl ) C (O) - (Ci-Ce alkyl )- (Ci-Ce thioalkoxy)., OH, C1-C4 
alkyl, and 

R60 is -L-V-R65/ Ci-Ca alkyl, or hydroxy Ci-Cs alkyl ^ wherein the 
alkyl or hydroxyalkyl groups are optionally substituted with 1 
or 2 L-V-Res groups, wherein 

L is absent, -C{0)-, -CO2-, -C(0)NH-, -C{0)N(Ci-C6 alkyl)-, 
-NHC(O)-, -N(Ci-C6 alkyl)-C(O)-, -SO2-, -(CH2)o-4-0- 
(CH2)o-4-, -(CH2)o-4-S-(CH2)o-4-, -NHC(0)NH-, -N(Ci-C6 
alkyl )C(0)NH-, -N(Ci-C6 alkyl) C {0)N (Ci-Ce alkyl)-, - 
NHC(0)N(Ci-C6 alkyl)-, -NH-, -N(benzyl)-, -{CH2)o-4- 
NHSO2- (CH2)o-4-. -N(Ci-C6 alkyl)S02-, -SO2NH-, -S02N(Ci- 
Cs alkyl ) - , and 
V is absent, -C(0)NH-, -C(0)N(Ci-C6 alkyl)-, cyclopropyl, 
•Res is cyclohexyl; cyclopentyl; phenyl; -(Ci-Ce alkyl )- 

phenyl; NH2; mono or di (Ci-Ce alkyl) amino wherein the 
alkyl group or groups are optionally substituted with 
1 or 2 groups that are independently cyclopropyl, 
phenyl or OH; oxadiazolyl; triazolopyrimidinyl; 
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triazolyl ; thiadiazolyl ; 3H-quinazolin-2 -onyl ; 
pyrimidinyl; pyridyl; pyridyl N-oxide; -(Ci-Ce 
alkyl ) -pyridyl ; piperazinyl; phthalazinyl; 
tetrahydro-thiophenyl 1,1-dioxide; tetrazolyl; C3-C6 
cycloalkyl-Ci-Ce allcyl; -(C1-C4 alkyl) -SO2" (C1-C4 
alkyl ) - ; benzothiazole ; hexeihydro-isoindole-l , 3 - 
dionyl; benzimidazolyl ; benzoxazolyl; 
[1,2,4] triazolo[l,5-a] pyrimidinyl; thiazolyl; 
thiadiazolyl; imidazoE 1,2 -a] pyridine; Ci-Ce alkyl; 3- 
aza-bicyclo[3.2.2]nonane; pyrrolidinonyl; diazepanyl; 
. benzo [1,2,5] tliiadiazolyl ; -NHSO2- ( 4-metliylplienyl ) ; 
[1, 2, 4] triazolo[4,3-b]pyridazinyl, 
benzopyrrolidinonyl; ttiiomorplxolinyl S-oxide; 2,3- 
diliydro-benzo [b] thiopliene 1,1-dioxide; pyrrolidinyl; 
[l,2,4]oxadiazole; Ci-Cio alkyl; isoxazolyl; 2,3- 
dihydro-lH-indolyl; wlierein each of the above is 
optionally substituted with 1, 2, 3, 4, or 5 groups 
that are, independently - - r:- ,.T.-^^...• 

Cl-C6 allcyl, CF3, halogen, phenyl, -(C1-C4 alkyl) -phenyl, 
-C(0)phenyl, pyrrolidine-dione, Ci-Ce alkoxy, -C(0)- 
furan, -C(0)NH2, -C (0)NH (Ci-Ce alkyl), -C{0)N(Ci-C6 
alkyl) (Ci-Ce alkyl) , eye lopropyl, benzoxazole, 
pyridine, -NHC (0) - (Ci-Ce alkyl) , -N(Ci-C6 alkyl )C(0)- 
(Ci-Ce alkyl), -C(0)'Ci-C6 al]cyl. 

37. A compound according to claim 36 wherein 
R35 is phenyl, cyclohexyl, -S-phenyl, benzodioxole, furanyl, or 
thienyl, each of which is unsubstituted or substituted 
. with 1, 2, 3, 4, or 5 groups that are independently 
methyl, ethyl, methoxy, ethoxy, OH, halogen, CF3, OCF3, - 
Obenzyl, -CO2- (C1-C4 alkyl), -(C1-C2 alkyl) - (C5-C6 
cycloalJcyl) ; 

R40 is phenyl, -(C1-C4 allcyl) -SO2NH2, -(C1-C4 alkyl) -S02NH{Ci-C6 

alkyl), -(C1-C4 alkyl) -S02N(Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci- 
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C4 alkyl)-(cyclopeiityl) , Ci-Cs alkyl, -(C1-C4 alkyl)- 
NHC{0)-(Ci-C4 alkyl), -C{0)NH2, wherein each of the above 
rings is unsubstituted or substituted with 1, 2, 3, 4, or 
5 groups that are independently halogen, C1-C4 alkyl, C1-C4 
5 alkoxy, halo (C1-C4 alkyl) , -Obenzyl wherein the phenyl is 

optionally substituted with 1 or 2 halogens, 
R42 is H, Ci-Cs alkyl, or benzyl; 

R52 is H, -NHC(0)-{Ci-C6 alkyl)-(Ci-C6 thioalkoxy) , -N{Ci-C6 
alkyl)C(0)-{Ci-C6 alkyl) - (Ci-Ce thioalko3«y) , OH, C1-C4 
10 alkyl, and 

R60 is -L-R65/ or Ci-Ce. alkyl optionally substituted with 1 or 2 
L-R65 groups, wherein - 

L is absent, -C(0)-, -C(0)NH-, -C{0)N(Ci-C6 alkyl)-, - 
NHC(O)-, -N(Ci-C6 alkyl) -C(0)-, -(CH2)o^4-0- 
15 (CH2)o-4-/ -S-, -NHC(0)NH-, -N(benzyl)-, --{CH2)o- 

4-NHS02-(CH2)o-.4-/ -N(Ci-C6 alkyl) SO2-/ -SO2NH-, - 
S02N(Ci-C6 alkyl)-. 

38. A compound according to claim 32 wherein R35 is 
phenyl; halophenyl, dihalophenyl ; trihalophenyl ; 
. tetrahalophenyl ; pentahalophenyl; phenyl substituted with: 

' one halogen and one benzyloxygroup; phenyl substituted 
with one halogen and one alkyl group; ^benzyl oxyphenyl; 
cyclohexyl; (C1-C4 alkoxy) carbonylphenyl; ' {C1-C4 * 
alkoxy) phenyl; -S-phenyl, or benzodioxole; 
is phenyl, or -{C1-C4 alkyl) -SO2NH2, wherein each of the 
above is unsubstituted or sxibstituted with 1, 2, 3, 4, or 
5 groups that are independently halogen, methyl, ethyl, 
methoxy, ethoxy, or -Obenzyl wherein the phenyl is 
optionally substituted with 1 or 2 halogens, 
is H. 

39. A compound according to claim 38 wherein 
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R35 is a halophenyl, dihalophenyl , trihalophenyl , phenyl 
substituted with one halogen and one benzyl o^^group; 
phenyl substituted with one halogen and one alkyl group; 
benzyloxyphenyl, or (C1-C4 alkoxy) phenyl. 

40. A compound according to claim 3 wherein 
R30 is pyridyl or pyrimidyl wherein each is unsubstituted or 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently selected from the group consisting of 
Ci-Cio alkyl optionally substituted with 1 phenyl or 1 CN; 
OH, hydroxy Ci-Cio alkyl optionally substituted with 
- phenyl or ( C1-C4 . alkyl ) phenyl , Ci-Ce alkoxy optionally 
-substituted with 1 or 2 groups that are independently 
hydroxy or phenyl ; haloalkyl , haloalkoxy, (CH2)o- 
4C(0)NR3iR32/ -NR31-SO2- (Ci-Ce alkyl) wherein the alkyl. 
group is optionally substituted with 1, 2, or 3 
groups that are independently halogen or R33, -S02~ 
NH(Ci-C6 alkyl ) .wherein ' the alkyl group is optionally 
siabstituted with 1 or 2 groups that are independently 
halogen, OH, alkoxy, or R33; -(Ci-Ce alkyl) -SO2- (Ci-Ce 
alkyl) wherein the alkyl group is optionally 
substituted with 1 or 2 groups that are independently 
halogen, OH, C1-C4 alkoxy, or R33; "S02-(Ci-C6 alkyl) 
wherein the alkyl group is optionally substituted 
with 1 or 2 groups that are independently OH or C1-C4 
alkoxy, -S02-N(Ci-C6 alkyl) (Ci-Ce alkyl) wherein each 
alkyl group is optionally substituted with 1 or 2 
groups that are independently halogen, OH or R33; 
-S02-NH(Ci-C6 alkyl ) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 groups that are 
independently C1-C4 alkoxy or halogen, - (Ci-Ce alkyl )- 
0-phenyl, - (Ci-Ce alkyl) -0- (Ci-Cs alkyl ) -phenyl , 
triazolidine-3,5-dione, halogen, -NHC(0)NH2, 
-NHC(0)NH(Ci-C6 alkyl), -NHC {0)N (Cx-Ce alkyl) (Ci-Ce 
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alkyl), -N(Ci-C6 alkyl)C{0)NH2, -N{Ci-C6 
alkyl)C(0)NH(Ci-C6 alkyl), -N(Ci-C6 alkyDC (0)N{Ci-C6 
alkyl) (Ci-Ce alkyl), -{Ci-Cs alkyl) thienyl, -(Ci-Cs 
alkyl) furanyl, -S-(Ci-C6 alkyl) phenyl, -SO2NR31R32/ - 
5 C{0)-NR3iR32# -NR31R32/ dithiane, -NHC{S)NH2, 

. -NHC(S)NH(Ci-C6 alkyl), -NHC (S)N(Ci-C6 alkyl) (Ci-Ce 
alkyl), -C02(Ci-C6 alkyl), tetrahydropyran, phenyl 
optionally substituted with 1 or 2 groups that are 
independently F, Cl or Br; pyridine, -C2-C4 alkynyl- 
10 phenyl, -O-C3-C8 cycloalkyl, -0-(Ci-C6 alkyl) -R33; 

pyrrole optionally substituted with one or two methyl 
groups ; 2,3 -dihydro-benzof uran; 

benzo[l,2,5]oxadia2ole, -C(0) - (Ci-Cio alkyl) wherein 
the alkyl group is optionally substituted with NH2, 

15 N(Ci-C6 alkyl), or N(Ci"C6 alkyl) (Ci-Ce alkyl); - 

C{0)NH-phenyl, -C(0)N(Ci-C6 alkyl) -phenyl, 4,4- 
dimethyl-4, 5-dihydro-oxazole, - (Ci-Ce alkyl) ~S- 
pyridine, -(Ci-Ce alkyl) -SO2 -pyridine, -(Ci-Ce 
thioalkoxy) -pyridine, thiazole optionally substituted 

20 with 1 or 2 methyl groups, pyrazole, -S-(Ci-C6 alkyl) 

wherein the alkyl group is optionally substituted 
with 1 or 2 groups that are independently CN or DH; 
indole, (Ci-Ce thioalkoxy) - (Ci-Ce slDo/I) , C2-C8 
alkynyl, - (CH2) 0-4-SO2- (Ci-Cio alkyl) wherein the alkyl 

25 group is optionally substituted with OH; - 

• NHC(0)NH(C3-C8 cycloalkyl), -N(Ci-C6 alkyl) C (0)NH (Cs-Cs 
cycloalkyl), -N(Ci-C6 alkyl) C (0)N(Ci-C6 alkyl) (Cs-Cs 
cycloalkyl), -NHC (0)N(Ci-C6 alkyl) (C3-C8 cycloalkyl) , 
-(Ci-Ce alkoxy)-(Ci-C6 thioalkoxy); -C02-(Ci-C6 alkyl) 

30 wherein the alkyl group is optionally substituted 

with phenyl; -C(0)-furan; and imidazolyl; 
wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, C1-C8 
alkyl, C2-C8 alkenyl, hydroxy Ci-Ce alkyl, Ci-Ce 
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haloalkyl/ Ci-Ce alkoxy Ci-Cs alkyl, - (CH2)o-4-S02- (Ci- 
Ce alkyl) wherein the alkyl is optionally substituted 
with 1, 2, 3 or 4 independently selected halogen 
atonis; - (CH2) o-4-S02-iniidazolyl/ -{Ci-Ce alkyl)- 
5 C(0)NH2/ -(Ci-Ce alkyl) -C (0)NH(Ci-C6 alkyl), -(Ci-Ce 

alkyl) -C{0)N(Ci-C6 alkyl) (Ci-Ce alkyl), - (Ci-Ce alkyl)- 
. NH2, -(Ci-Ce alkyl )-NH{Ci-C6 alkyl), - (Ci-Ce alkyl)- 
N{Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Cs alkyl ) phenyl , 
-(Ci-Ce alkyl )pyridyl, -C (O) furanyl, (Ci-Ce alkyl)- 
10 tetrahydrofxiran, cyclopropyl, cyclobxityl, 

cyclopentyl, cyclohexyl, -CO2- (Ci-Ce alkyl) , - (Ci-Ce 
alkyl) -fur any 1 , - {CH2) o-4-"S02-thienyl, -pyrrolidinyl- 
benzyl, - (Ci-Ce thioalkoxy) - (Ci-Ce alkyl) , -C(0)- (Ci- 
Ce alkyl), (Ci-Ce alkoxy), -(C2-C6 alkenyloxy) , -(Ci-Ce 
15 * alkyl) -CO2- (Ci-Ce alkyl), and -C (0) -piperidinyl 

, optionally substituted with Ci-Ce alkyl; wherein 

the phenyl , and pyridyl groups are unsubstituted or 

substituted with 1, 2, 3, 4, or 5 groups that • 
are independently C1-C4 alkyl, hydroxy, C1-C4 
20 alkoxy, halogen, or 

Rsif ,R32 and the nitrogen to which they are attached form a 
5, 6, or 7 mernbered heterocycloalkyl or a 6 membered 
heteroaryl ring, each- of which is optionally fused to 
a benzene, pyridine or pyrimidine ring and each of 
25 which is optionally substituted with Ci-Ce alkoxy, 

hydroxy, hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Ce alkyl, 
-C(0)NH2, -C(0)NH-(Ci-C6 alkyl ) -phenyl; and 
R33 at each occurrence is independently, H, NH2/ NH(Ci-C6 
alkyl), N(Ci-C6 alkyl) (Ci-Ce alkyl), N(Ci-C6 
30 alkyl) (phenyl), N(Ci-C6 alkyl) (benzyl) ; . 

41. A compound according to claim 40 wherein 
R35 i is* phenyl; halophenyl, dihalophenyl ; trihalophenyl ; 

tetrahalophenyl ; pentahalophenyl ; phenyl substituted with 
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one halogen and one benzyloxy group; phenyl siibstituted 
with one halogen and one alkyl group; benzyloxyphenyl ; 
cyclohexyl; {C1-C4 alkoxy ) carbonylphenyl ; (C1-C4 
alkoxy ) phenyl ; - S-phenyl , or benzodioxole • 

5 

42 . A compound according to claim 41 wherein 
R40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl-. 

benzothienyl, -phenyl-thienyl, -phenyl- furanyl, -phenyl- 
pyrimidinyl , -phenyl-isoxazolyl , - (C1-C4 alkyl ) -0-C (O) NH- 

10 phenyl, -.(C1-C4 alkyl) -0-C (0)N(Ci-C6 alkyl ) -phenyl , -(C1-C4 

alkyl) -SO2NH2, CN, -(C1-C4 alkyl) - {C3-C6 cycloalkyl) , -(C1-C4 
alkyl) -C{0)0-(Ci-C4 alkyl), -(C1-C4 alkyl)-R33/ Ci-Cs alkyl, 
pyridyl; or pyrimidyl, wherein each of the above is 
unsubstituted or substituted with 1, 2, or 3 groups that 

15 are independently halogen, C1-C4 allcyl, C1-C4 alkoxy, CF3/ 

-0-(Ci-C4 alkyl ) -phenyl wherein the phenyl is optionally 
substituted with 1 or 2 halogens, -CHO, or -NHS02-.(Ci-C4 
alkyl) . 

20 43. A coirpound according to claim 42 wherein 

R30 is pyridyl or pyrimidyl wherein each of the above is 

unsubstituted or substituted with 1, 2, or 3 groups that 
- - are independently selected from the group consisting of 

-SO2NR31R32/ -C(0)-NR3iR32/ -NR31R32/ C1-C4 alkyl, halogen, Ci- 
25 C4 alkoxy, 

Ce alkyl), - (Ci-Ce alkyl) -NH2, -(Ci-Ce alkyl) -NH{Ci-C6 
alkyl), -(Ci-Ce alkyl) -NiCi-Ce alkyl) (Ci-Ce alkyl), -Cd-Ce 
alkyl ) phenyl , and - ( Ci-Ce alkyl ) pyridyl , wherein 
R31 and R32 at each occurrence are independently selected 
30 from the group consisting of hydrogen, Ci-Cs alkyl, 

C2^C6 alkenyl, hydroxy Ci-Ce alkyl, Ci-Ce haloalkyl, 
Ci-Ce alkoxy Ci-Ce alkyl, - (CH2) 0-4-SO2- (Ci-Ce alkyl)-, 
(Ci-Ce alkyl) -C(0)NH2, - (Ci-Ce alkyl) -C (0)NH(Ci-C6 
alkyl), -(Ci-Ce alkyl) -C (0)N(Ci-C6 alkyl) (Ci-Cs alkyl). 
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-{Ci-Ce alkyl)-NH2, - (Ci-Ce alkyl) -NH (Ci-Ce alkyi), - 
(Ci-Ce alkyl)-N(Ci-C6 alkyl) (Ci-Ce alkyl) , -(Ci-Ce 
alkyDphenyl, - (Ci-Ce alkyDpyridyl, -0(0) furanyl, 
(Ci-Ce alkyl) -tetrahydrofuran, or 
5 * R32 and the nitrogen to which they are attached form a 

pyrrolidinyl, piperidinyl/ piperazinyl, pyridyl, or 
pyrimidyl ring each of which is optionally fused to a 
benzene, pyridine or pyrirtiidine ring and each of 
which is optionally siibstituted with Ci-Ce alkoxy, 
10 hydroxy, hydroxy Ci-Ce alkyl, C1-C4 alkoxy. Ci-Cg alkyl, 

-C-(0)NH2, -C(0)NH-{Ci-C6 alkyl) -phenyl. 

44. A compotind according to claim 43 wherein 
R40 is phenyl, pyridyl, or pyrimidyl, wherein each of the above 

is iinsubstituted or substituted with 1, 2, or 3 groups 
that are independently halogen, C1-C4 alkyl, C1-C4 alkoxy, 
CF3, -0-(Ci-C4 alkyl ) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 halogens, -CHO, or - 
NHS02-(Ci-C4 alkyl). 

45. A coir5)ound according to claim 44 wherein 
R35 is phenyl; halophenyl, or dihalophenyl . 

46. A confound according to claim 45 wherein 

25 R30 is pyridyl which is unsubstituted or substituted with 1 or 
2 groups that are independently selected from the group 
consisting of 

C1-C4 alkyl, -C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -C{0)NH2, 

-C(0)N(C2-C6 alkenyl) (C3-C8 cycloalkyl), -C{0)NH(C3-C8 
30 cycloalkyl), -C(0)NH(Ci-C6 alkyl), C (0) - (pyrrolidine) 

optionally sxibstituted with 1 or two groups that are 
independently alkoxyalkyl or hydroxy, halogen, - 
C(0)N{Ci-C6 hydroxyalkyl) (Ci-Ce alkyl), - 
C{0)NH( alkoxyalkyl) , 
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-C(0)N(alkoxyalkyl) (alkoxyalkyl) , -C(0)N(Ci-C6 alkyl) 
(alkoxyalkyl) , -C (0)N(Ci-C6 hydroxyalkyl) (alkyl) , 
-NHSO2CF3/ -N(Ci-C6 alkyl) -S02-thieiiyl, -N{Ci-C6 
hydroxyalkyl)S02-{Ci-C6 alkyl), -NHC(0)Ci-C4 alkyl, 
oxazolyl optionally substituted with 1 or 2 methyl 
groups, thiazolyl pptionally substituted with 1 or 2 
methyl groups, pyrazolyl optionally substituted with 
1 or 2 methyl groups, imidazolyl optionally 
substituted with 1 or 2 methyl groups, isoxazolyl 
optionally sxibstituted with 1 or 2 methyl groups, 
pyrimidinyl optionally substituted with 1 or 2 methyl 
or halogen groups, -NHSO2CH3, -NHS02riniidazolyl 
wherein the imidazole ring is optionally substituted 
with 1 or 2 methyl groups, -N(Ci-C6 alkyl) SO2 (Ci-Ce 
alkyl), -SO2NH-C1-C6 hydroxyalkyl, -SO2NH-C1-C6 alkyl- 
NH(Ci-C4 alkyl), -S02-piperazinyl optionally 
substituted with 1 or 2 methyl groups, -SO2- 
pyrrolidine optionally substituted with 1 or 2 methyl 
groups, -SO2 -piper idine optionally siabstituted with 1 
or 2 C1-C4 alkyl groups, -S02N(Ci-C4 hydroxyalkyl) (Ci- 
C4 hydroxyalkyl), -SO2NH2, -S02N{Ci-C6 alkyl) (Ci-Ce 
alkyl), C2-C6 alkynyl, -s62-(Ci-C6 hydroxyalkyl), - 
S02NH(Ci-C6 hydroxyalkyl), -S02N(Ci-C6 alkyl) (Ci-Ce 
hydroxyalkyl), .-(C1-C4 alkyl) -SO2- (C1-C4 alkyl), or - 
C(0)-(Ci-Cio alkyl) . 

47. A compound according to claim 46 wherein 
R30 is pyridyl which is \insubstituted or substituted with at 
least one group which is -S02NH-propyl-0H, — S02NH-ethyl- 
OH, -S02NH-ethyl-OCH3, -S02NH-CH(CH3) 2-CH2OH, -SO2NH- 
(CH2CH(OH)CH3) , -S02NH-ethyl-NH(CH3) , -S02NH("CH2CH20H) 2. 
"S02NHCH(CH3)CH20H, -S02N{CH3)2. -S02NH(CH2CH(OH)CH3) , -SO2- 
pyrrolidine, -SO2- (2 , 6-dimethylpiperidine) , -SO2- (2- 
propylpiperidine) , -SO2- (hydroxypropyl) , -C (O) - (2- 
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methoxymethylpyrrolidine) , -C (O) - (2-niethylpyrrolidine) , 
-C(0) - (2, e-dimethylpyrrolidine) , -C (O) - (2- 
hydroxymethylpyrrolidine) , -C (0)N (methyl) (ethyl) , 
-C(0)N (methyl) (propyl) , -C(0)N (methyl) (butyl) , 
-C(0)N(propyl) (butyl) , -C(0)N(allyl) (cyclopentyl) , 
-C ( 0 ) N ( allyl ) ( cyclohexyl ) , -C ( 0 ) N (methyl ) (methyl ) , 
-C ( 0 ) N (ethyl ) ( ethyl ) , -C ( 0) N (butyl ) (butyl ) , 
-C(0)N(isopropyl) (isopropyl) , -C (O)N(propyl) (propyl) , 
-C (0)N (methyl) (cyclohexyl) , -C {0)N( ethyl) (cyclohexyl) , 
-C ( 0 ) NH ( cyclobutyl ) , -C ( 0 ) NH ( cycl opentyl ) , 
-C(0)N(CH3) (cyclopentyl) , -C(0)NH (2-methylcyclohexyl) , 
-C (O) NH (pentyl ) , -C ( 0) N (pentyl ) (pentyl ) , 
-C(6)NH(isopentyl) , -C(0)NH(ethoxyethyl) , 
-C { 0 ) N ( CH3 ) (me thoxye thyl ) , -C ( O ) N (propyl ) (methoxye thyl ) , 
-C(d)N(methoxyethyl) (me thoxye thyl) , - =• . - 

-C ( 0 ) N ( e thoxye thy 1 ) ( e thoxye thyl ) , 

-C(0)N(ethyl) (me thoxye thyl) , -C(0)N (propyl) (hydroxyethyl) , 

-C(0)N(hydro3cyethyl) (ethyl) , ethynyl, methyl, bromo, 

-N(CH3)S02(CH3) , -N(CH3)S02-thienyl, - 

N (hydroxypropyl ) SO2CH3 , - (CH2 ) -SO2- ( CH3 ) , or -C (0) - 

CH(CH3)CH2CH2CH3. 

48 . A compound of the formula wherein 



or a phajrmaceutically acceptable salt thereof, wherein 
Xio is -0-, -S-, -NH-, -N(Ci-C6 alkyl)-, -N (phenyl)-, - 

N(benzyl)-, -N(C02-Ci-C6 alkyl)-; -N(C02-Ci-C6 alkyl- 
phenyl ) - , or haloalkyl ; 
R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, 
thienyl, Ci-Ce alkyl, furanyl, each of which is 
unsubstituted or sxibstituted with 1, 2, 3, 4, or 5 groups 
that are independently C1-C4 all^l, C1-C4 alkoxy, OH, 



H QH R42 




O 
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hydroxy Ci-Ce alJQrl, halogen, halo Ci-Ce alkyl, halo Ci-Ce 
alkoxy, -O- (Ci-Ce alkyl ) -phenyl , -C02-{Ci-C6 alkyl) , - (C1-C4 
alkyl)-(C5-C6 cycloalW) ; 

II40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl- 

benzothienyl, -phenyl-thienyl, -phenyl -furanyl, -phenyl- 
pyrimidinyl , -phenyl-isooxazolyl , -C ( 0 ) -pyridyl , - ( C1-C4 . 
alkyl) -0-C{0)NH-phenyl, -(C1-C4 alkyl) -0-C (0)N{Ci-C6 
alkyl ) -phenyl , - ( C1-C4 alkyl ) -phenyl , - ( C1-C4 alkyl ) - SO2NH2 , 
-(C1-C4 alkyl )-S02NH(Ci-C6 alkyl), -(C1-C4 alkyl) -Sp2N(Ca-C6 . 
alkyl). (Ci-Cfi alkyl), CN, - (C1-C4 alkyl) - (C3-C7 cycloalkyl) , 
-(C1-C4 alkyl) -C (0)0- {C1-C4 alkyl, -{C1-C4 alkyl) -R33, Ci-Cs 
alkyl, -(C1-C4 alkyl) -NHC(0)-{Ci-C4 alkyl) , -C{0)NH2, 
wherein each of the above rings is uiisubstituted or 
substituted with 1/ 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, halo (Ci- 
C4 alkyl), -0-{Ci-C4 alkyl ) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 halogens, -CHO, -NHSO2- 
(C1-C4 alkyl), -N(Ci-C4 alkyl) SO2- (C1-C4 alkyl) wherein the 
alkyl is optionally substituted with 1, 2, or 3 halogens, 

R42 is H, Ci-Cs alkyl, benzyl, -NHC (O) - (Ci-Ce alkyl), or -NHC(O)- 
phenyl wherein the phenyl is optionally substituted with 1 
or 2 alkyl groups; 

R52 is H, phenyl, -NHC (0) - (Ci-Ce alkyl )- (Ci-Ce thioalkoxy) , - 

N(Ci-C6 alkyl)C(0)-(Ca-C6 alkyl) - (Ci-Ce thioalkoxy), OH, Ci- 
Ce alkyl, mono or di(Ci-C6 alkyl ) amino , -NHC (0) - (Ci-Ce 
alkyl) wherein the alkyl group is optionally substituted 
with a phenyl, -N{Ci-C6 alkyl) C (O) - (Ci-Ce alkyl) wherein 
the alkyl groups are each optionally substituted with a 
phenyl, - (CH2) 0-4-SO2- (Ci-Cio alkyl), -NHCO2 -benzyl, or -NH2, 
and 

Reo is -L-V-Res/ Ci-Cs alkyl, or hydroxy Ci-Ca alkyl, wherein the 
alkyl or hydroxyalkyl groups are optionally substituted with 1 
or 2 L-V-R65 groups, wherein 
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L is absent, -C(0)-, -CO2-, -C(0)NH-, -C{0)N(Ci-C6 alkyl)-, 
-NHC(O)-, -N(Ci-C6 alkyl) -C(0)-, -{CH2)o-4-S02- (CH2)o-4- 
, - (CH2) 0-4-0- (CHa) 0-4-, -(CH2)o-4-S-(CH2)o-4-/ -NHC(0)NH- 
, -N{Ci-C6 alkyl) C(0)]S1H-, -N(Ci-C6 alkyl )C(0)N(Ci-C6 
alkyl)-, -NHC(0)N(Ci-C6 alkyl)-, -NH-, -N (benzyl)-, - 
N(phenyl)-, - {CH2) 0-4-NHSO2- (CH2) 0-4-, -N(Ci-C6 
alkyl )S02-, -SO2NH-, -S02N{Ci-C6 alkyl)-, or 

V is absent, -(CH2)o-4-C(0)NH-, - (CH2) 0-4-C (0)N(Ci-C6 alkyl) - 
, cyclopropyl optionally substituted with 1 or 2 Ci- 
C4 alkyl groups, =NH, =NOH, =N-alkoxy, Ca-Ca alkyl 
optionally substituted with 1 or 2 OH, or 
-CH (phenyl)- wherein the phenyl is optionally 
.substituted with 1, 2, 3.,,.4,.,.,or. 5 groups that are 
halogen or OH; 

Res is cyclohexyl; cyclopentyl ; phenyl; -{Ci-Ce alkyl) - 

phenyl; NH2; mono or di (Ci-Cio alkyl) amino wherein the 
alkyl group or groups are optionally substituted with 
1 or 2 groups, that are independently cyclopropyl, 
phenyl or OH; bxadiazolyl; triazolopyrimidinyl ; 
triazolyl; thiadiazolyl; 3H-quinazolin-2-onyl; 
pyrimidinyl; pyridyl; pyridyl N-oxide; -(Ci-Ce 
alkyl) -pyridyl; piperazinyl ; phthalazinyl ; 
tetrahydro-thiophenyl 1, 1-dioxide; tetrazolyl; C3-C6 
cycloalkyl-Ci-Ce alkyl; -(C1-C4 alkyl) -SO2- (C1-C4 
alkyl ) - ; benzothiazole ; hexahydro-isoindole-1 , 3 - 
dionyl; benzimidazolyl; benzoxazolyl ; 
[l,2,4]triazolo[l,5-a]pyrimidinyl; thiazolyl; 
thiadiazolyl; imidazo [1, 2 -a] pyridine; Ci-Ce alkyl; 3- 
aza-bicyclo[3.2.2inonane; pyrrolidinonyl; diazepanyl; 
benzo [1,2,5] thiadiazolyl ; -NHSO2 - ( 4-methylphenyl ) ; 
[ 1 , 2 , 4 ] triazolo [ 4 , 3 -b] pyridazinyl , " 
benzopyrrolidinonyl; morpholinyl; thiomorpholinyl ; 
thiomorpholinyl S-oxide; thiomorpholinyl S,S-dioxide; 
2 , 3 -dihydro-benzo [b] thiophene 1 , 1-dioxide ; 
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pyrrolidinyl ; [1 , 2 , 4] oxadiazole; Ci-Cio alkyl; 
isoxazolyl ; 2,3 -dihydro-lH-indolyl ; quinazolinonyl , 
quinazolinyl, piperidyl, Ci-Ce alkoxy, -0-(Ca-C6 
alkyl ) -phenyl , or C2-C6 alkynyl; 
5 wherein each of the above is optionally sxibstituted 

with 1, 2, 3, 4, or 5 groups that are 
independently Ci-Ce alkyl, CF3, halogen, phenyl, 
-(C1-C4 alkyl ) -phenyl , -C(0)phenyl, pyrrolidine- 
dione, Ci-Ce alkoxy, -C(0)-furan, -C(0)NH2, - 
10 C(0)NH(Ci-C6 alkyl) , -C (0)N (Ci-Ce alkyl) (Ci-Ce 

alkyl ) , cyclopropyl , - (CH2 ) 0-4-cyclopentyl , 
benzoxazolyl , pyridine, -NHC (0) - (Ci-Ce alkyl) , 
-N(Ci-C6 alkyl)C(0)-{Ci-C6 alkyl) , -C{0)Ci-C6 
alkyl, -CO2H, -NHSO2- (Ci-Cs alkyl), -N{Ci-C6 
15 . alkyl )S02-(Ci-C8 alkyl) , -C02-(ei-C6 alkyl) . 



.49 . A compound of the formula wherein 

.R40 




20 or a pharmaceutically acceptable salt thereof, wherein 
Xio is -0-, -S-, -NH-, -N(Ci-C6 alkyl); 

R35 is phenyl, Ca-Ce cycloalkyl, •S-phenyl, benzodioxole, 
thienyl, Ci-Ce alkyl, furanyl, each of which is 
unsubstituted or substituted with 1, 2, 3, 4, or 5 groups 

25 that are independently C1-C4 alkyl, C1-C4 alkoxy, OH, 

hydroxy Ci-Ce alkyl, halogen, halo Ci-Ce alkyl, halo Ci-Cg 
alkoxy, -0-(Ci-C6 alkyl) -phenyl, -CO2- (Ci-Ce alkyl) , -(C1-C4 
alkyl) - (C5-C6 cycloalkyl); 
R40 is phenyl, -phenyl -pyridine, biphenyl, -phenyl - 

30 benzothienyl, -phenyl -thienyl, -phenyl- furanyl, -phenyl- 

pyrimidinyl, -phenyl-isooxazolyl, -C (0) -pyridyl, - {C1-C4 
alkyl )-O-C(0)NH-phenyl, -{C1-C4 alkyl) -O-C (0)N(Ci-C6 
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alkyl) -phenyl, -{C1-C4 alkyl ) -phenyl , -(C1-C4 alkyl) -SP2NH2, 
-{C1-C4 alkyl) -S02NH(Ci-C6 alkyl), -(C1-C4 alkyl) -S02N(Ci-C6 
alkyl) (Ci-Ce alkyl), CN, -(C1-C4 alkyl) - (C3-C7 cycloalkyl) , 
-{C1-C4 alkyl) -C(0)0-(Ci-C4 alkyl, -{C1-C4 alkyl) rR33, Ci-Ce 
alkyl, -{C1-C4 alkyl) -NHC(0)-(Ci-C4 alkyl), -C{0)NH2, 
wherein each of the above rings is lonsxabstituted or 
sojbstituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, halo (Ci- 
C4 alkyl), -0-(Ci-C4 alkyl ) -phenyl wherein the phenyl is 
optionally siibstituted with 1 or 2 halogens, -CHO, -NHSO2- 
(C1-C4 alkyl), -N(Ci-C4 alkyl) SO2- {C1-C4 alkyl) wherein the 
alkyl is optionally substituted with 1, 2, or 3 halogens, 
R42 is H, Ci-Ge alkyl, benzyl, -NHC(O) ^.{Ci-Ce alkyl), or -NHC(O)- 
phenyl wherein the phenyl is optionally substituted with 1 
or 2 alkyl groups; 
R52 is H, phenyl, -NHC (0) - (Ci-Ce alkyl) - (Ci-Ce thioalkoxy) , - 

N(Ci-C6 alkyl) C(0)-(Ci-C6 alkyl)-(Ci-C6 thioalkoxy), OH, Ci- 
Ce alkyl, mono or di(Ci-C6 alkyl) amino, -NHC (0) - (Ci-Ce 
alkyl) wherein the alkyl group is optionally substituted 
with a phenyl, -N(Ci-C6 alkyl ) C (O) -(Ci-Ce alkyl) wherein 
the alkyl groups are each optionally substituted with a 
phenyl, - {CH2) 0-4-SO2- (Ci-Cio alkyi), -NHCO2 -benzyl, or -NH2, 
and 

Rso is -L-V-R65# Ci-Ca alkyl, or hydroxy Ci-Ce alkyl, wherein the 
alkyl or hydroxyalkyl groups are optionally substituted with 1 
or— 2 -L-V-R65 groups , wherein 

"'"l is absent, -C(0)-, -CO2-, -C(0)NH-, -C(0)N(Ci-C6 alkyl)-, 
-NHC(O)-, -N{Ci-C6 alkyl) -C(0)-, - (CH2) 0-4-SO2- (CH2) 0-4- 
• , - (CH2) 0-4-0- (CH2) 0-4-/ -(CH2)o-4-S-(CH2) o-4-, -NHC(0)NH- 
, -N(Ci-C6 alkyl )C(0)NH-, -N(Ci-C6 alkyl )C(0)N{Ci-C6 
alkyl)-, -NHC(0)N(Ci-C6 alkyl)-, -NH-, -N(benzyl)-, - 
N(phenyl)-, - (CH2) 0-4-NHSO2- {CH2) 0-4-, -N(Ci-C6 
alkyl )S02-, -SO2NH-, -S02N(Ci-C6 alkyl)-, or 
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V is absent, - (CH2)o-4-C(0)NH-, - (CH2) o-4-C{0)N(Ci-C6 alkyl)- 
, cyclopropyl optionally substituted with 1 or 2 Ci- 
C4 alkyl groups, =NH, =NOH, =N-alkoxy, Ca-Cs alkyl. 
optionally substituted with 1 or 2 OH, or 
-CH (phenyl)- wherein the phenyl is optionally . - 
sxibstituted with 1, 2, 3, 4, or 5 groups that are 
halogen or OH; 

R65 is cyclohexyl; cyclopentyl; phenyl; -(Ci-Ce alkyl )- 

phenyl; NH2; mono or di (Ci-Cio alkyl) amino wherein the 
alkyl group or groups are optionally substituted with 
1 or 2 groups that are independently cyclopropyl, 
phenyl or OH; oxadiazolyl; triazolopyrimidinyl ; 
triazolyl; thiadiazolyl ; 3H-C[uinazolin-2-onyl; 
pyrimidinyl; pyridyl; pyridyl N-oxide; - (Ci-Ce 
alkyl ) -pyridyl ; piperaz inyl ; phthalazinyl ; 
tetrahydro-thiophenyl 1,1-dioxide; tetrazolyl; C3-C6 
cycloalkyl-Ci-Ce alkyl; -(C1-C4 alkyl) -SO2- {C1-C4 
alkyl)-; benzothiazole; hexahydro-isoindole-1, 3- 
dionyl; benzimidazolyl; benzoxazolyl; . 
[1,2,4] triazolo [i , 5-a] pyrimidinyl ; thiazolyl ; 
thiadiazolyl; imidazo[ 1,2 -a] pyridine; Ci-Ce alkyl; 3- 
aza-bicyclo [3.2.2] nonane; pyrrol idinonyl ; diazepanyl ; 
benzo [1,2,5] thiadiazolyl ; -NHSO2-' ( 4-methylphenyl ) ; 
[1,2,4] triazolo [4 , 3-b] pyridazinyl , 

benzopyrrol idinonyl; morpholinyl; thiomorpholinyl; 
thiomorpholinyl S-oxide; thiomorpholinyl S,S-dioxide; 
2 , 3-dihydro-benzo [b] thiophene 1 , 1-dioxide; 
pyrrolidinyl; [1, 2 , 4] oxadiazole; Ci-Cio alJcyl; 
isoxazolyl ; 2,3 -dihydro-lH-indolyl ; quinazolinonyl , 
guinazolinyl, piperidyl, wherein each of the above is 
optionally substituted with 1, 2, 3, 4, or 5 groups 
that are independently 

Ci-Ce allcyl, CF3, halogen, phenyl, -{C1-C4 alkyl)- 
phenyl, -C(0) phenyl, pyrrolidine-dione, Ci-Ce 
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alkoxy, -C{0)"furan, -C(0)NH2, -C(0)NH(Ci-C6 
alkyl), -C(0)N{Ci-C6 alkyl) {Ci-Cg 
alkyl ) , cyclopropyl , - { CH2 ) o-.4-cyclopentyl , 
benzoxazolyl, pyridine, -NHC{0) ^ (Ci-Ce alkyl), 
-N(Ci-C6 alkyl )C(0)-(Ci-C6 alkyl), -C(0)Ci-C6 
alkyl, -CO2H, -NHS02-(Ci-C8 alkyl) , -NCCi-Cg 
alkyl) SO2- (Ci-Ce alkyl) . 

50- A coinpoimd of the formula 

H OH R42 

or a pharmaceutically acceptable salt thereof, wherein 
R30 is selected from the group consisting of phenyl, 

pyrazolopyrimidinyl , oxa-aza-benzoazulenyl , isoxazolyl , 
triazolopyridinyl , pyrrol idinonyl , tetrahydrothia-aza- 
fluorenyl, pyridyl, piperidinyl, 

dihydrocyclopentaquinolinyl,, furyl, naphthothienyl, 
phthalazinonyl , thiadiazolyl , ' thienopyrimidinonyl , oxa- 
diaza-cyclopentanaphthalenyl , dihydrobenzodioxepinyl , 
chromanonyl, chromenonyl, oxazolidinyl, benzophenone , 
pyrazinyl mono N-oxide, benzofuranyl, pyrazolyl, 
-isoxazolyl-phenyl, phenyl-triazolyl, benzimidazolyl, 
indolyl, phenyl-pyrrolyl, chromanyl, isoquinolinyl, - 
thienyl-thienyl , benzothienyl , -phenyl- thiadiazolyl , 
chromanonyl , quinolinyl , -pyrrolyl-C (0) -phenyl , -phenyl-0 
phenyl, -phenyl -oxazolyl, -pyrrolidinonyl -phenyl, -phenyl 
pyrimidinyl , -phenyl-oxadiazolyl , bicycle [2.2.1] heptenyl , 
cyclopentyl , thieno [ 2 , 3 -b] thiophene , cyclohexyl , -phenyl- 
imidazolyl, benzoxazole; dihydro-lH-indolyl; 2,3-dihydro- 
benzo [b] thiophene 1,1-dioxide; benzo [b] thiophene 1,1- 
dioxide; 2 , 3-dihydro-benzo [d] isothiazole 1, 1-dioxide; - 
phenyl- thiazolyl ; -phenyl -pyrazolyl , -phenyl-C (O) - 
piperidyl , -phenyl -C (0) -pyrrolidinyl , -phenyl -isoxazolyl , 
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isoindolyl, purinyl, oxaxolyl, thiazolyl, pyridazinonyl , 
thiazolyl, pyranyl, dihydropyranopyridinyl / diazepanyl, 
cyclopropyl , dihydronaphthoisoxazolyl , benzoindazole , 
dihydrocyclopentachromenonyl , iitiidazopyrazolyl , 
tetrahydrocyclopentachromenonyl , dihydroquinolinonyl , 
pyridyl N-oxide, isochroinanyl, guinazolinonyl, 
pyrazolopyridinyl, dihydrobenzothiophene dioxide, 
dihydrofurobenzoisoxazolyl, dihydropyrimidine dionyl, 
thienopyrazolyl , oxazolyl , tetrahydrocyclppentapyrazolyl , 
dihydronaphthalenonyl , dihydrobenzof uranonyl , 
dihydrocyclopentathienyl / tetrahydrocyclopentapyrazolyl , 
tetrahydropyrazoloazepinyl, indazolyl, 
tetrahydroGycloheptaisoxazolyl , tetrahydroindolonyl , 
pyrrolidinyl, thienopyridinyl , 

dioxodihydrobenzoisothiazolonyl , triazolopyrimidinyl , 
thienyl , dihydrothienopyrimidinonyl , and benzooxadiazolyl , 
wherein each of the above is unsubstituted or sxibstituted 
with 1, 2/ 3, 4, or 5 groups that are independently 
selected from the group consisting of 

Ci-Cio alkyl optionally substitutied with 1 phenyl or 1 CN; 
OH, hydroxy Ci-Cio alkyl optionally substituted with 
phenyl or (C1-C4 alkyl ) phenyl , Gi-Ce alkoxy optionally 
substituted with 1 or 2 groups that are independently 
hydroxy or phenyl; haloalkyl, haloalkoxy, (CH2)o- 
4C(0)NR3iR32/ -3SIR3i'-S02- (Ci-Ce alkyl) wherein the alkyl 
group is optionally substituted with 1, 2, or 3 
groups that are independently halogen or R33, 
NH(Ci-C6 alkyl) wherein the alkyl group is optionally 
sxabstituted with 1 or 2 groups that are independently 
halogen, OH, alkoxy, or R33; - (Ci-Ce alkyl) -SO2- (Ci-Ce 
alkyl) wherein the alkyl group is optionally 
substituted with 1 or 2 groups that are independently 
halogen, OH, C1-C4 alkoxy, or R33; -S02-(Ci-C6 alkyl) 
wherein the alkyl group is optionally substituted 
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with 1 or 2 groups that are independently OH or C1-C4 
alkoxy,-S02-N(Ci-C6 alkyl) (Ci-Ce alkyl) wherein each 
alkyl group is optionally substituted with 1 or 2 
groups that are independently halogen, OH or R33; 
— S02-NH(Ci-C6 alkyl ) -phenyl wherein the phenyl is 
optionally siibstituted with 1 or 2 groups that are 
independently C1-C4 alkoxy or halogen, -O- (Ci-Ce 
alkyl ) -phenyl , -(Ci-Ce alkyl) -0-phenyl, - (Ci-Cs 
alkyl ) -0- (Ci-Ce alkyl ) -phenyl , triazolidine-3 , 5- 
dione, halogen, -NHC(0)NH2, -NHC (0)NH(Ci-C6 alkyl) , 
-NHC(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -N(Ci-C6 
alkyl )C(0)NH2, -N(Ci-C6 alkyl) C (0)NH(Ci-C6 alkyl), 
-N(Ci-C6 alkyl )C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -.{Ci-Cs 
alkyl) thienyl, - (Ci-Ce alkyl) furanyl, -S-{Ci-C6 
alkyl ) phenyl , -SO2NR31R32 / -C (O) -NR31R32 , -NR31R32 , 
dithiane, -NHC(S)NH2; -NHC (S)NH(Ci-C6 alkyl), 
-NHC(S)N(Ci-C6 alkyl) (Ci-Ce alkyl), -C02{Ci-C6 alkyl), 
tetrahydropyran, phenyl optionally substituted with 1 
or 2 groups that are independently F, CI or Br; 
pyridine, -C2-C4 alkynyl -phenyl, -O-C3-C8 cycloalkyir 
-0-(Ci-C6 alkyl) -R33; pyrrole optionally substituted 
with one or two methyl groups; 2,3-dihydro- 
benzofuran; benzo [1, 2, 5] oxadiazole, -C (0) - (Ci-Cio 
alkyl) wherein the alkyl group is optionally 
substituted with NH2/ N(Ci-C6 alkyl), or N(Ci-C6 
alkyl) (Ci-Ce alkyl) ; -C (O)NH-phenyl, -C(0)N{Ci-C6 
alkyl ) -phenyl , 4 , 4-dimethyl-4 , 5-dihydro-oxazole , - 
(C1-C6 alkyl) -S-pyridine, -(Ci-Ce alkyl) -S02-pyridine, 
-(Ci-Ce thioalkoxy) -pyridine, thiazole optionally 
substituted with 1 or 2 methyl groups, pyrazole, S- 
(Ci-Ce alkyl), indole, (Ci-Ce thioalkoxy) - (Ci-Cg 
alkyl), C2-C8 alkynyl, -C02-{Ci-C6 alkyl), Ci-Cio 
alkanoyl; - (CH2) 0-4-SO2- (Ci-Cio alkyl) wherein the 
alkyl group is optionally substituted with OH; 
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wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Ce 
alkyl, C2-C8 alkenyl, hydroxy Ci-Ce alkyl, Ci-Ce 
haloalkyl, Ci-Ce alkoxy Ci-Ce alkyl, - (CH2)o-4-S02-(Cl- 
5 Ce alkyl) wherein the alkyl is optionally substituted 
with 1, 2, 3 or 4 independently selected halogen 
atoms; - (CH2) o-4-S02-imidazolyl, -(Ci-Ce alkyl) - 
C(0)NH2, -{Ci-Ce alkyl) -C(0)NH(Ci-C6 alkyl), - (Ci-Ce 
alkyl) -C(0)N(Ca-C6 alkyl) (Ci-Ce alkyl), -(Ci-Ce alkyl)-- 
10 , NH2, -(Ci-Ce alkyl )-NH(Ci-C6 alkyl), - (Ci-Cs alkyl )- 
N(Ci-Cs alkyl) (C1-C6 alkyl), -{Ci-Cs alkyl ) phenyl , 
-{Ci-Ce alkyl )pyr idyl, -C (0) furanyl, (Ci-Ce alkyl ) - 
tetrahydrofuran, cyclopropyl, cyclobutyl, 
cyclopentyl, cyclohexyl, -C02-(Ci-C6 allQ^l) , -(Ci-Ce 
15 alkyl) -furanyl, - (CH2) o-4-S02-thienyl , wherein 

the phenyl and pyridyl groups are unsubstituted or 
substituted with 1, 2, 3, 4, or 5 groups that 
are independently C1-C4 alkyl, hydroxy, C1-C4 
alkoxy, halogen, or 
20 R31/ R32 and the nitrogen to which they are attached form a 

5 , 6, or 7 membered heterocycloall^l or a 6 membered 
heteroaryl ring, each of which is optionally fused to 
a benzene, pyridine or pyrimidine ring and each of 
which is optionally substituted with Ci-Cs alkoxy, 
25 hydroxy, hydroxy Ci-Ce alkyl, C1-C4 alkoxy Ci-Cg alkyl, 

-C(0)NH2, -C(0)NH-(Ci-C6 alJQ^l ) -phenyl ; 
R33 at each occurrence is independently, H, NH2, NH(Ci-C6 
alkyl), N(Ci-C6 alkyl) (Ci-Ce alkyl), N(Ci-C6 
alkyl) (phenyl) , N{Ci-C6 alkyl) (benzyl) ; 
30 R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, 

thienyl, Ci-Ce alkyl, furanyl, imidazolyl, each of which 
is unsubstituted or substituted with 1, 2, 3, 4, or 5 
groups that are independently C1-C4 alkyl, C1-C4 alkoxy, 
OH, hydroxy Ci-Ce alkyl, halogen, halo Ci-Ce alkyl, halo 
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Ci-Ce alkoxy, -0- (Ci-Ce alkyl) -phenyl, -CO2- (Ci-Ce alkyl) , - 
(C1-C4 alkyl)-(C5-C6 cycloalkyl), or (CH2)o-4CN; 
R40 is phenyl, -phenyl -pyr idyl, biphenyl, -phenyl -benzothienyl, 
-phenyl- thienyl , -phenyl -fxir any 1 , -phenyl -pyrimidinyl , - 
5 phenyl-isoxazolyl, -C (0) -pyridyl, -{C1-C4 alkyl) -0-C (0)NH- 

phenyl wherein the phenyl is optionally substituted with 
1, 2, or 3 halogen atoms; - {C1-C4 alkyl) -0-C (0)N(Ci-C6 
alkyl) -phenyl, -{Ci-Ce alkyl ) -phenyl , -(C1-C4 alkyl) -SO2NH2, 
-(C1-C4 alkyl) -S02NH{Ci-C6 alkyl), -(C1-C4 alkyl) -S02N(Ci-C6 . 

10 alkyl) (C1-C6 alkyl), -SO2NH2, -S02NH{Ci-C6 alkyl), -SOzNCCi- 

Ce alkyl) (Ci-Ce alkyl) , CN, - {CH2).o-4- (C3-C8 cycloalkyl) , - 
(C1-C4 alkyl) -C{0)0-(Ci-C4 alkyl), -(C1-C4 alkyl) -R33, Ci-Cio 
alkyl, C2-C8 alkenyl, -{C1-C4 alkyl) -NHC (0) - {C1-C4 alkyl), - 
{CH2)o.4-C{0)NH2, -(CH2)o-4-C(0)NH{Ci-C6 alkyl) , -(CH2)o.4- 

15 C(0)N{Ci-C6 alkyl) (Ci-Ce alkyl) , :naphthyl, 

tetrahydronapthyl , dihydronaphthyl , - (CH2 ) 0-4-iniidazolyl , 
- (CH2) 0-4-pyrrolidinyl , oxazolidinone 3 , 4-dihydro- 
benzole] [l,2]oxathiine 2,2-dioxide, pyr imidinyl , 3,4- 
dihydro-2H-benzo [e] [l,2]thiazine 1,1-dioxide, pyridyl, or 

2 0 pyr imidyl , alkoxyalkyl , -pheny 1-benzo thienyl , -phenyl - 

cyclohexyl, -phenyl-cyclopentyl, -phenyl- (Ci-Ce alkyl )- 
cyclopentyl, -phenyl- (Ci-Ce alkyl) -cyclohexyl, -phenyl - 
oxazolyl, furanyl, tetrahydrofuranyl, wherein each of the 
above is iinsubstituted or substituted with 1, 2, 3, 4, or 

25 5 groups that are independently halogen, Ci-Cs alkyl 

optionally substituted with 1 or two groups that are 
independently CN or OH; Ci-Ce alkoxy, halo (Ci-Cs alkyl), 
halo {C1-C4 alkoxy), -0-(Ci-C4 alkyl ) -phenyl wherein the 
phenyl is optionally substituted with 1 or 2 halogens, CN, 

30 -CHO, C1-C4 thioalkoxy, -NHSO2- (Ci-Ce alkyl), -N(Ci-C4 

alkyl) SO2- (C1-C4 alkyl) wherein the alkyl groups are 
optionally substituted with 1, 2, or 3 halogens; OH; - 
SO2R33; R33; C2-CB alkynyl; C2-C8 alkenyl; thioalkoxyalkyl ; - 
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S02-(Ci-Cio alkyl); -NR31R32; -C (0) -NR31R32; -OC(0)R33; Ci-Cs 
alkanoyl; -{Ci-Ce alkyl) -C (0) - (Ci-Ce alkoxy) ; 

R4ia and R4X are independently H, cyclohexyl, phenyl, or Ci-Ce 
alkyl optionally substituted with 1 or 2 groups that are 
phenyl, hydroxy, C1-C4 thioalkoxy, C1-C4 thioalkoxy Ci-Ce 
alkyl; or -Ci-Ce alkyl-S02-Ci-C6 alkyl; 

.R40/ R41/ and the atom to which they are attached form a C3-C8 

cycloalkyl ring which is optionally substituted with C1-C4 
alkyl, C1-C4 alkoxy, halogen, -CO2NH2, -C02NH(Ci-C6 alkyl), 
-C02N(Ci-C6 alkyl) (Ci-Ce. alkyl) , thiazolyl optionally 
substituted with Ci-Ce alkyl, isoxazolyl optionally 
substituted with Ci-Ce alkyl, or phenyl which is 
optionally substituted with 1, 2, or 3 groups that are 
independently halogen or Ci-Ce alkyl; 

and 

R42 is H, Ci-Ce alkyl optionally substituted with OH; benzyl; - 
NHC(0)-(Ci--C6 alkyl); -NHC ( 0 ) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 alkyl groups. • 

51. A compound according to claim 50 wherein 
R30 is selected from the group consisting of 

pyrazolopyrimidinyl , oxa-aza-benzoazulenyl , isoxazolyl , 
triazolopyridinyl, pyrrol idinonyl, tetrahydrothia-aza- 
fluorenyl, pyridyl, piperidinyl, thiazolyl, thiadiazolyl 
or thienyl, each of which is unsubstituted or substituted 
with 1, 2, 3, 4, or 5 groups that are independently 
C1-C4 alkyl, -C(0)N(Ci-C6 alkyl) (Ci-Ce alkyl), -C{0)NH2, 

-C{0)N(C2-C6 alkenyl) (C3-Ce cycloalkyl), -C(0)NH(C3-C8 
cycloalkyl), -C(0)NH(Ci-C6 alkyl) , C (O) - (pyrrolidine) 
optionally substituted with 1 or two groups that are 
independently alkoxyalkyl or hydro3Qr, halogen, - 
C(0)N(Ci-C6 hydroxyalkyl) (Ci-Cs alkyl), - 
C ( O ) NH ( alkoxyalkyl ) , 

-C {0)N (alkoxyalkyl) (alkoxyalkyl) , -C(0)N(Ci-C6 alkyl) 
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(alkoxyalkyl) , -C(0)N(Ci-C6 hydroxyalkyl) (aUQrl) , 
-NHSO2CF3, -N{Ci-C6 alkyl)-S02-thienyl, -N(Ci-C6 
hydroxyalkyl)S02-{Ci-C6 alkyl) , -NHC{0)Ci-C4 alkyl, 
oxazolyl optionally substituted with 1 or 2 methyl 
groups, thiazolyl optionally substituted with 1 or 2 
methyl groups, pyrazolyl optionally substituted with 
1 or 2 methyl groups, imidazolyl optionally 
sxibstituted with 1 or 2 methyl groups, isoxazolyl 
optionally sxibstituted with 1 or 2 methyl groups, 
pyrimidinyl optionally substituted with 1 or 2 methyl 
or halogen groups, '-NHSO2CH3, -NHS02-imidazolyl 
wherein the imidazole ring is. optionally svibstituted 
. .with 1 or 2 methyl groups, -N(Ci-C6 alkyl) SO2 (Ci^Ce 
alkyl), -SO2NH-C1-C6 hydroxyalkyl, -SO2NH-C1-C6 alkyl- 
NH(Ci-C4 alkyl), -S02-piperazinyl optionally 
substituted with 1 or 2 methyl groups, -SO2- 
pyrrolidine optionally subatituted with 1 or 2 methyl 
groups, -S02-piperidine optionally substituted with 1 
or 2 C1-C4 alkyl groups, -S02N(Ci-C4 hydroxyalkyl) (d- 
C4 hydroxyalkyl), -SO2NH2, -S02N(Ci-C6 alkyl) (Ci-Ce 
alkyl), C2-C6 alkynyl, -SO2- (Ci-Ce hydroxyalkyl), - 
S02NH(Ci-C6 hydroxyalkyl), -S02N{Ci-C6 alkyl) (Ci-Ce 
hydroxyalkyl), -(C1-C4 alkyl) -SO2- (Ci"C4 alkyl), or - 
C(0)-{Ci-Cio alkyl) . - 

52 . A compound according to claim 51 wherein 
R30 is pyridyl which is unsubstituted or substituted with at 
least one group which is -S02NH-propyl-0H, -S02NH-ethyl- 
OH, -S02NH-ethyl-OCH3, -S02NH-CH(CH3)2-CH20H, -SO2NH- 
(CH2CH (OH) CH3 ) , -S02NH-ethyl-NH {CH3 ) , -SO2NH ( -CH2CH2OH) 2 , 
-S02NHCH(CH3)CH20H, "S02N(CH3)2/ -S02NH(CH2CH(OH)CH3) , -SO2- 
pyrrolidine, -SO2"- (2 , 6-dimethylpiperidine) , -SO2" (2- 
propylpiperidine) , -SO2- (hydroxypropyl) , -C (0) - (2- 
methoxymethylpyrrolidine ) , -C ( 0 ) - ( 2 -methylpyrrolidine ) , 
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-C (0) - (2 , 6-dimethylpyrrolidine) , -C (O) - (2- 
hydroxymethylpyxrolidine) , -C (O)N(inethyl) (ethyl) , 
-C (0) N (methyl ) (propyl ) , -C (0) N (methyl ) (butyl ) , 
-C(0)N(propyl) (butyl) , -C (O)N(allyl) (cyclopentyl) , 
-C(0)N(allyl) (cyclohexyl), -C {0)N (methyl) (methyl), 
-C(0)N(ethyl) (ethyl) , -C (O)N(butyl ) (butyl) , 
-C(0)N(isopropyl) (isopropyl) , -C (0)N (propyl) (propyl) , 
. .-C(0)N (methyl) (cyclohexyl) , -C (0)N( ethyl) (cyclohexyl) , 
-C(0)NH(cyclobutyl) , -C(0)NH(cyclopentyl) , 
-C(0)N(CH3) (cyclopentyl) , -C (ONH (2 -methyl cyclohexyl ) , 
-C(0)NH(pentyl) , -C (O)N(pentyl) (pentyl) , 
-C(0)NH(isopentyl) , -C(0)NH(etho3cyethyl) , 
-C(0)N(CH3) (methoxyethyl) , -C(0)N (propyl) (methoxyethyl ) , 
• - -C (0)N (methoxyethyl) (methoxyethyl) , 
-C(0)N(ethoxyethyl) (ethoxyethyl) , 

-C(0)N(ethyl) (methoscyethyl) , -C (0)N (propyl) ( hydroxyethyl ) , 
-C(0)N(hydroxyethyl) (ethyl) , ethynyl, methyl, bromo, 
-N (CH3 ) SO2 (CH3 ) , -N ( CH3 ) S02-thienyl , - 
N{hydroxypropyl)S02CH3, -(CH2) -SO2- (CH3) , or -C(0)- 
CH(CH3)CH2CH2CH3. 

53 . A contpotind of the formula 

H35 

or a pharmaceutically acceptable salt thereof, wherein 
R30 is selected from the group consisting of phenyl, 

pyrazolopyrimidinyl , oxa-aza-benzoazulenyl , isoxazolyl , 
triazolopyridinyl, pyrrol idinonyl, tetrahydrothia-aza- 
flUorenyl, pyridyl, piperidinyl, 

dihydrocyclopentaQ[uinolinyl , furyl, naphthothienyl , 
phthalazinonyl , thiadiazolyl, thienopyrimidinonyl , oxa- 
diaza-cyclopentanaphthalenyl , dihydrobenzodioxepinyl , 
chromanonyl, chromenonyl, oxazolidinyl, benzophenone. 



-1030- 



wo 03/040096 




PCT/US02/36072 



pyrazinyl mono N-oxide, benzofuranyl, pyrazolyl, 
-isoxazolyl -phenyl, phenyl -triazolyl, benzimidazolyl , 
indolyl, phenyl-pyrrolyl, chromanyl, isoquinolinyl, - 
thienyl-thienyl, benzothienyl, -phenyl-thiadiazolyl/ 
5 chromanonyl quinolinyl , -pyrrolyl-C (0) -phenyl , -phenyl-0- 

phenyl, -phenyl-oxazolyl, -pyrrolidinonyl -phenyl, -phenyl- 
pyrimidinyl , -phenyl-oxadiazolyl , bicyclo [2.2.1] heptenyl , 
cyclopentyl , thieno [2 , 3 -b] thiophene , cyclohexyl , -phenyl- 
imidazolyl, benzoxazole; dihydro-lH-indolyl; 2,3-dihydro- 

10 benzo [b] thiophene. 1 , 1-dioxide; benzo [b] thiophene 1 , 1-. 

dioxide; 2,3-dihydro-benzo[d]isothiazole 1, 1-dioxide; - 
phenyl-thiazolyl ; -phenyl -pyrazolyl , -phenyl-C (0) - 
piperidyl , -phenyl-C (0) -pyrrolidinyl , -phenyl-isoxazolyl , 
isoindolyl, purinyl, oxaxolyl, thiazolyl, pyridazinonyl , 

15 thiazolyl, pyranyl, dihydropyranopyridinyl , diazepanyl, 

cyclopropyl , dihydronaphthoisoxazolyl , benzoindazole , 
dihydrocyclopentachromenonyl , imidazopyrazolyl , 
tetrahydrocyclopentachromenonyl, dihydroguinolinonyl , 
pyridyl N-oxide, isochromanyl, quinazolinonyl, 

20 pyrazolopyridinyl , dihydrobenzothiophene dioxide, 

dihydrofurobenzoisoxazolyl, dihydropyrimidine dionyl, 
thienopyrazolyl, oxazolyl, tetrahydrocyclopentapyrazolyl, 
dihydronaphthalenonyl , dihydrobenzofuranonyl , 
dihydrocyclopentathienyl , tetrahydrocyclopentapyrazolyl , 

25 tetrahydropyrazoloazepinyl, indazolyl, 

tetrahydrocycloheptaisoxazolyl , tetrahydroindolonyl , 
pyrrolidinyl , thienopyridinyl , 

dioxodihydrobenzoisothiazolonyl , triazolopyrimidinyl , 
thienyl, dihydrothienopyrimidinonyl , and benzooxadiazolyl, 
30 wherein each of the above is unsubstituted or soibstituted 

with 1, 2, 3, 4, or 5 groups that are independently 
selected from the group consisting of 

Ci-Cio alkyl optionally substituted with 1 phenyl or 1 CN; 
OH, hydroxy Ci-Cio alkyl optionally substituted with 
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phenyl or (C1-C4 alkyl) phenyl, Ci-Cg alkoacy optionally 
substituted with 1 or 2 groups that cure independently 
hydroxy or phenyl; haloalkyl, haloalkoxy, (CH2)o- 
4C(0)NR3iR32f -NR31-SO2- (Ci-Ce alkyl) wherein the alkyl 
group is optionally stibstituted with 1, 2, or 3 
groups that are independently halogen or R33, -SO2- 
NH(Ci-C6 alkyl) wherein the alkyl group is optionally 
substituted with 1 or 2 groups that are independently 
halogen, OH, alkoxy, or R33; -(Ci-Ce alkyl) -SO2- (Ci-Cs 
alkyl) wherein the alkyl group is optionally 
substituted with 1 or 2 groups that are independently 
halogen, OH, C1-C4 alkoxy, or R33; -SOz-CCi-Ce alkyl) 
wherein the alkyl group is optionally substituted 
with 1 or 2 groups that are independently OH or C1-C4 
alkoxy, -S02-N(Ci-C6 alkyl) (Ci-Ce alkyl) wherein each 
alkyl group is optionally substituted with 1 or 2 
groups that are independently halogen, OH or R33; 
-S02-NH(Ci-C6 all^l) -phenyl - wherein the phenyl is 
optionally substituted with 1 or 2 groups that are 
independently C1-C4 alkoxy or halogen, -O- (Ci-Ce 
alkyl) -phenyl, - (Ci-Ce. alkyl) -0-phenyl, - (Ci-Ce. 
alkyl ) -O- (Ca-Ce alkyl ) -phenyl , triazolidine-3 , 5- 
dione, halogen, -NHC(0)NH2, -NHC (0)NH(Ci-C6 alkyl) , 
-NHC(0)N(Ci-C6 alkyl) (Ci-Ce alkyl) , -N(Ci-C6 ' - 
alkyl) C(0)NH2, -N(Ci-C6 -alkyl )C(0)NH(Ci-C6 alkyl), 
-N(Ci-C6 alkyl )C(0)N(Ci-C6 alkyl) (Ci-Cg alkyl), - (Ci-Cg 
alkyl) thienyl, -(Ci-Ce alkyl) furanyl, -S-(Ci-C6 
aikyl) phenyl, -SO2NR31R32, -C (0) -NR31R32, -NR31R32, 
dithiane, -1IHC(S)NH2, -NHC (S)NH(Ci-C6 alkyl), 
-NHC(S)N{Ci-C6 alkyl) (Ci-Ce alkyl), -CO2 (Ci-Ce -alkyl ) , 
tetrahydropyran, phenyl optionally stibstituted with 1 
or 2 groups that are independently F, CI or Br; 
pyridine, -C2-C4 a Ikynyl -phenyl , -O-C3-C8 cycloalkyl, 
-0-(Ci-C6 alkyl) -R33; pyrrole optionally substituted 
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with one or two methyl groups; 2 , 3-dihydro- 
benzofuran; benzo[l,2,5]oxadiazole, -C (O) - (Ci-Cio 
alkyl) wherein the alkyl group is optionally 
substituted with NH2, N(Ci-C6 alkyl), or N(Ci-C6 
alkyl) (Ci-Ce alkyl); -C{0)NH-phenyl, "C(0)N(Ci-C6 
alkyl ) -phenyl , 4 , 4-dimethyl-4 , 5-dihydro-oxazole , - 
(Ci-Ce alkyl) -S-pyridine, -(Ci-Cs alkyl) -S02-pyridine, 
-(Ci-Cs thioalkoxy) -pyridine, thiazole optionally 
substituted with 1 or 2 methyl groups, pyrazole, S- 
(Cx-Ce alkyl) , indole, (Ci-Ce thioalkoxy) - (Ci-Ce 
alkyl),. C2-C8 alkynyl, -C02-(Ci-C6 alkyl), Ci-Cio 
alkanoyl; - (CH2) 0-4-802- (C1.-C10 alkyl) wherein the 
alkyl group is optionally sxibstituted with OH; 
wherein R31 and R32 at each occurrence are independently 

selected from the group consisting of hydrogen, Ci-Cs 
alkyl, C2-C8. alkenyl, hydroxy Ci-Ce alkyl, Ci-Ce 
haloalkyl, Ci-Ce alkoxy Ci-Cs alkyl, - (CH2) 0.4-SO2- (Ci- 
Ce alkyl) wherein the alkyl is optionally STibstituted 
with 1, 2," 3 or 4 independently selected halogen 
atoms; - (CH2) o-4-S02-imidazolyl, -(Ci-Ce alkyl) - 
C(0)NH2, -{Ci-Ce alkyl) -C(0)NH(Ci-C6 alkyl), -(Ci-Ce 
alkyl) -C(0)N(Ci-C6 alkyl) (Ci-Cs alkyl), -(Ci-Ce alkyl)- 
NH2, -{Ci-Cg alkyl) -NHCCi-Ce- alkyl) , -(Ci-Ce alkyl)- 
N(Ci-C6 alkyl) (Ci-Ce alkyl), -(Ci-Ce alkyDphenyl, 
• -(Ci-Ce alkyDpyridyl, -C (O) furanyl, (Ci-Ce alkyl)- 
tetrahydrof uran, cyclopropyl , cyclobutyl , 
cyclopentyl, cyclohexyl, -C02-(Ci-C6 alkyl), - (Ci-Ce 
alkyl) -furanyl, -(CH2)o-4-S02-thienyl , wherein 
the phenyl and pyridyl groups are iinsubstituted or 
sxibstituted with 1, 2, 3, 4, or 5 groups that 
are independently C1-C4 alkyl, hydroxy, C1-C4 
alkoxy, halogen, or 
R3i# R32 and the nitrogen to which they are attached form a 
5, 6, or 7 membered heterocycloalkyl or a 6 membered 
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heteroaryl ring, each of which is optionally fused to 
a benzene, pyridine or pyrimidine ring and each of 
which is optionally substituted with Ci-Ce alkoxy, 
hydroxy, hydroxy Ci-Ce alkyl, C1-C4 alkoxy Gi-Ce alkyl, 
5 -C(0)NH2, -C(0)NH-(Ci-C6 alkyl ) -phenyl ; 

R33 at each occurrence is independently, H, NH2, NH(Ci-C6 
alkyl) , N{Ci-C6 alkyl) (Ci-Ce alkyl) , N(Ci-C6 
alkyl) (phenyl) , N(Ci-C6 alkyl) (benzyl) ; 
R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, 
10 thienyl, Ci-Ce alkyl, furanyl, iniidazolyl, each of which 

is unsubstituted or substituted with 1, 2, 3, 4, or 5 
groups that are independently C1-C4 alkyl, C1-C4 alkoxy, 
OH, hydroxy Ci-Ce alkyl, halogen, halo Ci-Ce alkyl, halo 
Ci-Ce alkoxy, -0- (Ci-Ce alkyl) -phenyl, -C02-(Ci-C6 alkyl), - 
15 (C1-C4 alkyl) -(C5-C6 cycloalkyl), or (CH2)o-4CN; 

R42 is H, Ci-Ce alkyl optionally substituted with OH; benzyl; - 
NHC(0)-(Ci-C6 alkyl); -NHC (O) -phenyl wherein the phenyl is 
optionally sxabstituted with 1 or 2 alkyl groups; and 
R48 is -C(0)R49, 

20 wherein R49 is phenyl, or Ci-Ce alkyl, each of which is 

optionally substituted with halogen, C1-C4 alkoxy, Ci- 
C4 alkyl, or Rsa* 

54. A compoxind of the formula 

R52 OH R42 

25 . "35 

or a pharmaceutical ly acceptable salt thereof, wherein 
R35 is phenyl, C3-C8 cycloalkyl, -S-phenyl, benzodioxole, 

thienyl, Ci-Ce alkyl, furanyl, imidazolyl, each of which 
is unsubstituted or substituted with 1/ 2, 3, 4, or 5 
30 - groups that are independently C1-C4 alkyl, C1-C4 alkoxy, 
OH, hydroxy Ci-Ce alkyl, halogen, halo Ci-Ce alkyl, halo 
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Ci-Ce alkoxy, -O- (Ci-Ce alkyl ) -phenyl , -C02-(Ci-C6 alkyl) , - 
(C1-C4 alkyl) -{C5-C6 cycloalkyl) , or (CH2)o-4CN; 
R42 is H, Ci-Ce alkyl optionally substituted with OH; benzyl; - 
NHC (O) - (Ci-Ce alkyl ) ; -NHC (0) -phenyl wherein the phenyl is 
optionally substituted with 1 or 2 alkyl groups; and 

R48 is -C(0)R49/ 

wherein R49 is phenyl, or Ci-Ca alkyl, each of which is 

optionally substituted with halogen, C1-C4 alkoxy, Ci- 
C4 alkyl, or R33; 
R52 is H, phenyl, -NHC (0) - (Ci-Cg alkyl) - (Ci-Ce thioalkoxy) , - 

N(Ci-C6 alkyl)C{0)-(.Ci-C6 alkyl) - (Ci-Ce thioalkoxy), OH, Ci- 
Cs alkyl, mono or di (Ci-Ce alkyl) amino, -NHC(O) - (Ci-Ce 
alkyl) wherein the alkyl group is optionally substituted 
with a phenyl, -N(Ci-C6 alkyl) C (O) - (Ci-Ce alkyl) wherein 
the alkyl groups are ■each optionally substituted with a 
phenyl, - (CH2) 0-4-SO2- (Ci-Cio alkyl), -NHCO2 -benzyl, or -NH2, 
and 

Reo is -L-V-R65, Ci-Ce alkyl, or hydroxy Ci-Ca alkyl, wherein the 
alkyl or hydroscyalkyl groups are optionally substituted 
with 1 or 2 L-V-Res groups, wherein 

L is absent, -C(0)-, -CO2-, -C(0)NH-, -C(0)N{Ci-C6 alkyl)-, 
-NHC{0)-, -N(Ci-C6 alkyl)-C(O)-, -{CH2)o-4-S02- (CH2)o.4- 
, -( CH2 ) 0-4-0- (CH2) 0-4- , -{CH2)o-4-S-(CH2)o-4-, -NHC{0)NH- 
, -N(Ci-C6 alkyl )C(0)NH-, -N(Ci-C6 alkyl) C(0)N(Ci-C6 
alkyl)-, -NHG(0)N{Ci-C6 alkyl)-, -NH-, -N{benzyl)-, - 
N(phenyl)-, - (CH2) 0-4-NHSO2- (CH2) 0-4-/ -N(Ci-C6 
alkyl) SO2-, -SO2NH-, -S02N(Ci-C6 alkyl)-, or 

V is absent, - (CH2) 0-4-C (O)NH-, - (CH2) 0-4-C (0)N{Ci-C6 alkyl) - 
, cyclopropyl optionally substituted with 1 or 2 Ci- 
C4 alkyl groups, =NH, =NOH, =N-alkoxy, Ci-Ce alkyl 
optionally substituted with 1 or 2 OH, or 
-CH (phenyl)- wherein the phenyl is optionally 
substituted with 1, 2, 3, 4, or 5 groups that are 
halogen or OH; 
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Res is cyclohexyl; cyclopentyl; phenyl; -{Ci-Ce alkyl)- 

phenyl; NH2; mono or di(Ci-Cio alkyl) amino wherein the 
alkyl group or groups are optionally substituted with 
1 or 2 groups that are independently cyclopropyl, 
phenyl or OH; oxadiazolyl; triazolopyrimidinyl; 
triazolyl ; thiadiazolyl ; 3H-quinazolin-2-onyl ; 
pyrimidinyl; pyridyl; pyridyl N-oxide; -(Ci-Ce 
alkyl ) -pyridyl ; piperazinyl ; phthalazinyl ; 
tetrahydro-thiophenyl 1,1-dioxide; tetrazolyl; C3-C6 
cycloalkyl-Ci-Ce alkyl; -.{C1-C4 alkyl) -SO2- (C1-C4 
alkyl) ; -S02-(Ci-C6 alkyl) ; benzothiazole; hexahydro- 
isoindole-l,3-dionyl; benzimidazolyl ; benzoxazolyl; 
[1,2,4] triazolo [1, 5-a] pyrimidinyl; 
[1,2,4] triazolo [ 4 , 3 -a ] pyrimidinyl , thiazolyl ; 
thiadiazolyl; imidazo [1, 2 -a] pyridine; Ci-Ce allcyl; 3^ 
aza-bicyclo [3.2.2] nonane ; pyrrolidinonyl ; diazepanyl ; 
benzo [1,2,5] thiadiazolyl ; --NHSO2- {4-methylphenyl ) ; 
[ 1 , 2 , 4 ] triazolo [ 4 , 3 -b] pyridazinyl , 
benzopyrrolidinonyl; moxpholinyl; thiomorpholinyl; 
thiomorpholinyl S-oxide; thiomorpholinyl S,S-dioxide; 
2 , 3-dihydro-benzo [b] thiophene 1 , 1-di oxide; 
pyrrblidinyl; [l,2,4]oxadiazole; Ci-Cio allcyl; 
isoxazolyl ; 2 , 3-dihydro-lH-indolyl ; quinazolinonyl , 
guinazolinyl , piperidyl, wherein each of the above is 
optionally substituted with 1, 2, 3, 4, or 5 groups- 
that are independently 

Cx-Ce alkyl, CF3, halogen, phenyl, - (C1-C4 allcyl) - 
phenyl, -C(0) phenyl, pyrrol idine-di one, Ci-Ce 
alkoxy, -C(0)-furan, -C(0)NH2/ -C (0)NH(Ci-C6 
alkyl), -C(0)N(Ci-C6 alkyl) (d-Ce 
allcyl ) , cyclopropyl , - (CH2 ) 0-4 -cyclopentyl , 
benzoxazolyl, pyridine, -NHC (0) - (Ci-Ce allcyl), 
-N(Ci-C6 alkyl)C(0)"(Ci-C6 alkyl) , -C(0)Ci-C6 
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alkyl, -CO2H, -NHS02-(Ci-C8 alkyl) , -N(Ci"C6 
alkyl) SO2- (Ci-Ce alkyl) . 

55. A compound of the foimula 

OH , 




or a pharmaceutically acceptable salt thereof, wherein 
n, p, and q are independently 0, 1 or 2; 
a dashed line represents a single or doiible bond; 
Ri, R2, R3/ and R4 are independently selected from 
10 hydrogen, halogen, Ci-Ce alkyl, hydroxy, Ci-Ce alkoxy, 

halo(Ci-C6) alkyl, hydroxy (Ci-Ce) alkyl, halo(Ci- 
Ce) alkoxy, thio (Ci-Ce) alkyl, (Ci-Ce) alkoxy (Ci-Ce) alkyl, 
amino (d-Ce) alkyl, mono (Ci-Ce) alkylamino (Ci-Cs) alkyl,. , 
di (Ci-C6)alkylamino(Ci-C6)allqrl, 
15 -(CH2)o-4-'aryl or -(CH2)o-4-heteroaryl, 

C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 
substituted with one, two or three substituents 
independently selected from the group consisting of 
halogen, hydroxy, -SH, cyano, -CF3, C1-C3 alkoxy, 
20 amino, mono (Ci-Ce) alkylainino, and di(Ci- 

Cs) alkylamino, 
-(CH2)o-4- C3-C7 cycloalkyl, where the cycloalkyl is 
optionally substituted with one;, two or three 
substituents independently selected from the group 
25 consisting of halogen, hydroxy, -SH, cyano, -CF3, Ci- 

C3 alkoxy, amino, mono (Ci-Ce) alkylamino, and di (Ci- 
Ce) alkylaminc- 
Rz/ Rz'/ Rz''f and R^'" independently represent 

Ci-Ce alkyl," optionally substituted with one, two of three 
30 substituents independently selected from C1-C3 alkyl, 

-1037- 



wo 03/040096 




PCT/US02/36072 



halogen, -OH, -SH, -C^, -CF3, Ci-Ce alkoxy, amino, 
mono (Ci-Cfi ) alkylamino , and di (Ci-Ce ) alkylamino , 
hydroxy, nitro, halogen, -CO2H, cyano, 

- (CH2) 0-4 -CO-NR142R144 where R142 and R144 independently 

represent hydrogen, Ci-Cs alkyl, hydroxyl (Ci-Ce) alkyl, 
amino {Ci-C6)alkyl, haloalkyl, C3-C7 cycloalkyl, - (C1-C2 
allcyl)-(C3-C7 cycloallcyl) , -(Ci-Ce alkyl) -O- (C1-C3 
alkyl), -C2-C6 alkenyl with one or two doxible bonds, 
-C2-C6 alkynyl with one or two triple bonds, -Ci-Ce 
alkyl. chain with one doxible bond and one triple bond, 

-Rl-aryl where Ri-aryl IS aS defined above, or -Rl-heteroaryl 
where Ri-heteroaryl / 

-(CH2)o-4-CO-(Ci-Ci2 alkyl), - {CH2) 0-4-CO- (C2-C12 alkenyl), 
— — CH2) 0-4-CO- {C2-C12) alkynyl, - (CH2) 0-4-CO- (C3-C7 

cycloalkyl) , - (CH2) o-4-CO~Ri-aryi where Ri-aryi is as - 

defined above, - (CH2)o-4-CO-Ri-heteroaryl where Ri-heteroaryl 

is as defined above, - {CH2)o-4-CO-Ri-heterocycie# -(CH2)o-4- 
CO-Ri46 where R146 is heterocycloalkyl, where the 
heterocycloalkyl is optionally substituted with 1-4 
of Ci-Ce alkyl, 

- (CH2) 0-4 -CO-0-Ri48 where R148 is selected from the group 

consisting of: Ci-Ce alkyl, - (CH2) 0-2- (Ri-aryi) / C2-C6 
alkenyl, C2-C6 alkynyl, C3-C7 cycloalkyl, and -(CH2)o-2- 

(Rl-heteroaryl ) / 

-(CH2)o-4-S02-N RU2R144, -(CH2)o-4-SO-(Ci-C8 alkyl), -{CH2)o-4- 
S02-(Ci-Ci2 alkyl), - (CH2) 0-4-SO2- (C3-C7 cycloalkyl), - 

(CH2)o-4-N(H or Ri48 )-CO-0-Ri48» -(CH2)o-4-N(H or Ri48 )- 

C0-N(Ri48)2, -(CH2)o-4-N-CS-N(Ri48)2/ -(CH2)o-4-N{-H or 

Rl48)-C0-Ri42# - (CH2)o-4-NRi42Rl44» - {CH2) 0-4-Rl46 Where Rn-4 

is as defined above, 
-(CH2)o-4-0-CO-(Ci-C6 alkyl), - (CH2) o-4-O-P (O) - (OR150) 2 where 
each Rx5o is independently hydrogen or C1-C4 alkyl, - 
(CH2)o-4-0-CO-N(Ri48)2, -(CH2)o-4-0-CS-N(Ri48)2 -(CH2)o-4- 
0-(Ri48)2, -(CH2) 0-4-0- ( Ri48)2-C02H, - {CH2 ) 0-4-S- { Rl48)2, 
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- {CH2) o-4-O-halo (Ci-Ce) alkyl, - {CH2) 0.4-O- (Ci-Ce) alkyl, 

C3-C7 cycloalkyl, 
C2-C6 alicenyl or C2-C6 alkynyl, each of which is optionally 

siabstituted with C1-C3 alkyl, halogen, hydroxy, -SH, 
5 cycmo, -CF3, C1-C3 alkoxy, amino, iaono(Ci- 

Ce) alkylamino, and di (Ci-Ce) alkylamino, 
-.(CH2)o-4-N(-H or Ri48)-S02-Ri42/ or -(CH2)o-4- C3-C7 

cycloalkyl; 

R35 is phenyl, cyclohexyl, -S-phenyl, benzodioxole, thienyl, C3- 
10 Cs alkyl, .furanyl, each of which is unsvibstituted or 

substituted with 1, 2, 3, 4, or 5 groups that are 
independently C1-C4 alkyl, C1-C4 alkoxy, OH, hydroxy Ci-Ce 
.alkyl, . halogen, halo Ci-Ce alkyl, halo Ci-Ce alkoxy, -0- 
(Ci-Ce alkyl) -phenyl, -C02-(Ci-C6 alkyl), or -{C1-C4 alkyl)- 
15 (C5-C6 cycloalkyl); - • 

X and y are independently selected from O, NR5, C(0), CR1R2/ 
SO2/ and S, 

where R5 is hydrogen, Ci-Ce alkyl, SO2R5'/ C(0)R5' where R5' 
is hydrogen, halogen, C1-C6 alkyl, hydroxy, Ci-Ce 

20 alkoxy, halo(Ci-C6) alkyl, halo (Ci-Ce) alkoxy, thio(Ci- 

Ce ) alkyl , ( Ci-Ce ) alkoxy ( Ci-Ce ) alkyl , amino ( Ci-Ce ) alkyl , 
mono ( Ci-Ce ) alkylamino ( Ci-Ce ) alkyl , di (Ci- 
Cs) alkylamino (Ci-Ce) alkyl, 
- (CH2 ) o-4-aryl or - {CH2 ) 0-4-heteroaryl , 

25 C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 

substituted with one, two . or three substituents 
independently selected from the group consisting of 
halogen, hydroxy, -SH, cyano, -CF3, C1-C3 alkoxy, 
amino, mono (Ci-Ce) alkylamino, and di(Ci- 

30 Cs) alkylamino, 

-(CH2)o-4- C3-C7 cycloalkyl, where thiB cycloalkyl is 
optionally substituted with one, two or three 
substituents independently selected from the group 
consisting of halogen, hydroxy, -SH, cyano, -CF3/ Ci- 
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C3 alkoxy , amino , mono ( Ci-Ce ) alky laiaino , and di ( Ci- 
Ce ) alkylamino ; 

Ri4o represents phenyl or naphthyl, each of which is optionally 
sxibstituted with 1-5 groups independently selected from 
Ci-Ce alkyl, optionally substituted with one, two or three 
substituents selected from the group consisting of 
C1-C3 alkyl, -halogen, hydroxy, -SH, cyano, Ci- 
C3 alkoxy, amino, mono (Ci-Ce) alkylamino, anddi(Ci- 
Ce) alkylamino, 
hydroxy, nitro, halogen, -CO2H, cyano, 
- (CH2) 0-4 "-CO-NR142R144 where R142 and R144 independently 

represent hydrogen, Ci-Ce alkyl, hydroxyl (Ci-Ce) allcyl, 
amino (Ci-Ce) alky 1, haloalkyl, C3-C7 cycloalkyl, -{C1-C2 
alkyl) - (C3-C7 cycloalkyl), -{Ci-Ce alkyl) -0- (C1-C3 
alkyl), -C2-C6 alkenyl with one or two double bonds, ' 
-C2-C6 alkynyl with one or two triple bonds, -Ci-Ce 
alkyl chain with one double bond and one triple bond, 

~Rl-aryl Or -Ri-heteroaryl / 

-(CH2)o-4-CO-(Ci-Ci2 alkyl), - (CH2) 0-4-CO- (C2-C12 alkenyl), 
CH2)o-4-CO-(C2-Ci2) alkynyl, - (CH2) o-4-CO" (C3-C7 
cycloalkyl), - (CH2) 0-4-CO-Ri-aryi where Ri-aryi . is as 

defined above, - (CH2)o-4-CO-Ri-heteroaryl where Rl-heteroaryl 

is as defined above, - (CH2)o-4-CO-Ri-heterocycie/ -(CH2)o-4" 
CO-Ri46 where R146 is heterocycloalkyl, where the 
heterocycloalkyl is optionally substituted with 1-4 
of Ci-Ce alkyl, 
-{CH2)o-4-CO-0-Ri48 where R148 is selected from the group 
consisting of: Ci-Ce alkyl, - (CH2) 0-2-^ (Ri-aryi) / C2-C6 
alkenyl, C2-C6 alkynyl, C^-C-j cycloalkyl, and -(CH2)o-2- 

{ Rl-heteroaryl ) / 

-(CH2)o-4-S02-N Ri42Rx44/ - (CHj ) 0-4" SO- (Ci-Cs alkyl ) , -(CH2)d-4- 
S02-(Cx-Ci2 alkyl), - (CH2) 0-4-SO2- (C3-C7 cycloalkyl), - 
{CH2)o-4-N{H or Ri48 )-CO-0-Ri48, - (CH2) o-4-N{H or R148 )- 
CO-N{Ri48)2/ -(CH2)o-4-N-CS-N{Ri48)2/ -(CH2)o-4-N(-H or 



-1040- 



wo 03/040096 




PCT/US02/36072 



Ri48) -CO-Ri42/ -(CH2)o-4-NRi42Ri44/ - ( CH2 ) o-4-Ri46 Where Rn-4 
is as defined above, 
-(CH2)o.4-0-CO-{Ci-C6 alkyl), - (CH2) 0.4-O-P (0) - (ORi5o)2 where 
each Ri5o is independently hydrogen or C1-C4 alkyl, - 
(CH2)o-4-0-CO-N{Ri48)2. -(CH2)o-4-0-CS-N{Ri48)2 -{CH2)o-4- 

0-(Ri48)2/ -(CH2)0-4-O-( Rl48)2-C02H, ~ {CH2 ) 0-4-S- ( Ri48)2. 

- (CH2 ) 0-4-O-halo (Ci-Ce) alkyl , - (CH2) o-4-O- (Ci-Ce) alkyl , 
C3-C7 cycloalkyl, 
C2-C6 alkenyl or C2-C6 alkynyl, each of which is optionally 
substituted with C1-C3 alkyl, halogen, hydroxy, -SH, 
cyano, -CF3# C1-C3 alkoxy, amino, 2nono(Ci- 
Ce) alkylamino, and di (Ci-C6)alkylamino, and 
. -(CH2)o-4-N(-H or Ri48)-S02-Ri42# or -(CH2jo-.4-.C3~C7. 
cycloalkyl, 

56. A compound according to claim 55, wherein q is 1. 

57. A compound according to claim 56, wherein 

two or three of Rz/ Rz' / Rz' ' ^ and Rz' ' ' is hydrogen, arid 
the other one or two of Rzi Rz' / Rz''r and Rz' ' ' is hydroxy, 
nitro, halogen, -CO2H, cyano, or Ci-Ce alkyl, where the 
alkyl is optionally siobstituted with one, two or three 
substituents independently selected from C1-C3 alkyl, 
halogen, -OH, -SH, -C^, -CF3/ Ci-Ce alkoxy, amino, 
mono (Ci-Ce) alkylamino, . and di (Ci-Ce) alkylamino. 

58. A compound according to claim 57, wherein three of 
Rz, Rz', Rz''/ and Rz''' is hydrogen and the other is (Ci- 

Ce) alkyl, halogen, or (Ci-Ce) alkoxy • 

59. A compound according to claim 58, wherein R140 "is 
phenyl svibstituted with 1, 2, or 3 groups independently 
selected from 
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Ci-Ce all^yl, optionally substituted with one, two or three 
groups independently selected from C1-C3 alkyl, - 
halogen, hydroxy, -SH, cyano, -CF3, C1-C3 alkoxy, 
amino, mono (Ci-Ce) alkylamino, and di (Ci-Ce) alky 1 amino, 
hydroxy, nitro/ halogen, -CO2H, cyano, 
- (CH2) 0-4-CO-NR142R144 where R142 and R144 independently 

represent hydrogen, Ci-Ce alkyl, hydroxy (Ci-Ce) alky 1, 
amino (Ci-Ce) alkyl, and C3-C7 cycloalkyl, 

60, A compound according to claim 59, wherein R140 is 
phenyl sxibstituted with 

one of hydroxy, nitro,- halogen, -CO2H, cyano, or Ci-Ce alley 1 

where the alkyl is optionally substituted with one, two or 
three groups independently selected from C1-C3 alkyl, - 
halogen, hydroxy, -SH, cyano, -CF3, C1-C3 alkoxy, amino, 
mono (Ci-Ce) alley 1 amino, and di (Ci-Ce) alkylamino; and 

one of - (CH2)o-4-CO-NRi42Ri44. 

61. A compound according to claim 60, wherein R140 is 
phenyl sxibstituted with one of -C (0)NRi42Ri44 and R142 and R144 are 
independently hydrogen or Ci-Ce alkyl. 

-62'.- A compound according to claim 61, wherein R142 and R144 
are the same and are propyl . 

63. A compound according to claim 60, wherein R140 is 
phenyl sxibstituted one (Ci-Ce) alkyl and with one -C (0)NRi42Ri44 
where R142 and R144 are independently hydrogen or Ci-Ce alkyl. 

64. A compound according to claim 61, wherein R142 and R144 
are the same and are propyl. 

65. A compound according to claim 57, wherein R35 is 
phenyl substituted with 1-5 halogen, or substituted with 1, 2, 
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or 3 groups independently selected from (Ci-Ce) alkyl, hydroxy, 
halogen, (Ci-Ce) alkoxy, amino, mono (Ci-Ce) alky lamino, and di(Ci- 
Ce ) alkylamino - 

5 . 66. A coirtpoiind according to claim 65, wherein R35 is 

phenyl siabstituted with 2 halogens. 

67. A compound according to claim 66, wherein R35 is 3,5- 
di f luoropheny 1 . 

10 

68. A compoimd according to claim 65, wherein R140 is 
phenyl sxibstituted with 

one of hydroxy, nitro, halogen, -CO2H, cyano, or Ci-Ce alkyl 

where the alkyl is optionally substituted with orie, two or 
15 three groups independently selected from C1-C3 alkyl, - 

halogen, hydroxy, -SH, cyano, -CF3/ C1-C3 alkoxy, amino, 
mono (Ci-Ce) alkylamino, and di (Ci-Ce) alkylamino; and 

. one of - (CH2) 0-4-CO-NRi42Rl44" 

20 / 69. A compound according to claim 68, wherein R140 is 

phenyl substituted with one of -C (0)NRi42Ri44 and R142 and R144 are 
independently hydrogen or Ci-Ce alkyl. 

. . 70.,. A compound according to claim. 69, wherein R142 and R144 
25 are the same and are propyl. 

71. A compound according to any of claims 55-70, wherein 
n is 1 and p. is 0. 

'30 ^ 72,; A compoiand according to claim 71, wherein the dashed 

lines all represent single bonds. 

73. A compound according to claim 72, wherein Ri is 
hydrogen and X is SO2. 
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74. A compoxond according to claim 73, wherein Y is 



methylene . 



, . 75. 



A compound according to claim 74, wherein Z' is 2- 



propyl . 



76. A compound according to claim 74, wherein R2 is 
hydrogen, hydroxy (C1-C3) alkyl, or (C1-C3) alkyl . 

10 



78. A compound according to,, claim 72, wherein Ri is 
15 hydrogen; . • - , 

X is SO2 and Y is NR5, or X is NR5 and Y is SO2, where each R5 
is hydrogen, (Ci-Ce) alkyl, or hydroxy (Ci-Ce) alkyl . 

79. A compound according to claim 72, wherein Ri is 
20 hydrogen 7 

X is C(0) and Y is NR5, or X is NR5 and Y is C(0), where each R5 
is hydrogen, (Ci-Ce) alkyl, or hydroxy (Ci-Ce) alkyl. 



77. 



A compound according to claim 75, wherein R2 is 



methyl . 



. 80. A coitpooond according to claim 55, which is 
25 represented by the formula 

OH /"^ 
H : H X/x V 




f\ R3 



81. A coitrpoTind according to claim 55, which is 
represented by the formula 
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82. A compound according to claim 69, which is 
represented by the formula 

H H 



o 

"35 



83. A compoTind according to claim 69, which is 
represented by the formula 

OH ^ R20 




fi 

10 

84. A compound according to claim 82, wherein R2 is .(Ci- 
C3)alkyl.. 

85 A compound according to claim 82, wherein R2. is 
15 methyl. 

86. A corr5)ound according to claim 82, wherein R2 is 
hydroxy ( C1-C3 ) alkyl . 

20 87. A compound according to claim 83, wherein R2 is (Ci- 

C3) alkyl. 

88. A compoTind according to claim 83, wherein R2 is 
methyl. 
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89 . A compound according to claim 83 , wherein R2 is 
hydroxy ( C1-C3 ) alkyl . 

90. A compoimd according to claim 55 which is 

W - ( { 15, 2R) -1" ( 3 , 5-dif luorobenzyl ) -2"hydroxy^3 - { [ ( 45) - 
6-isopropyl-2 , 2-dioxido-^3 , 4-dihydro-llir-isothiochromen-4- 
yl] amino} propyl) -5 -methyl i^-dipr opyl is ophthal amide ; 

N' - ( (1S,2J?) -1- (3, 5-dif luorobenzyl ) -2-hydroxy-3- 
{ [ {3R, 45) -3- (hydroxymethyl) -6-isopropyl-2 , 2-dioxido-3 ,4- 
dihydro-lH-isothiochromen-4-yl] amino}propyl) - 5 -methyl -W,JV- 
dipropylisophthalamide ; 

N' - ( (15, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-r3- 
{ [ (32?, 45) -6-isopropyl-3-methyl-2 , 2-dioxido-3 , 4-dihydro-lH- 
isothiochromen-4-yl] aminolpropyl-) -S-methyl-W,^- 
dipropylisophthalamide ; 

N'-( (15, 2i?) -l-( 3, 5-dif luorobenzyl) -2 -hydroxy-3- . 
{ [ (3R, 45) -6-isopropyl-2, 2-dioxido-3-propyl-3 , 4-dihydro-lif- 
isothiochromen-4-yl ] amino }propyl ) -S-methyl-Jtf", 
dipropylisophthalamide ; 

N' - { (15/ 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (35, 4J2) -3- (hydroxymethyl ) -6-isopropyl-2 , 2-dioxido-3 , 4- 
dihydro-lH-isothiochromen~4^yl] aitdnolpropyl) -5-methyl-JJ', Jff- 
dipropylisophthalamide ; 

N* - ( (15, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (35, 4J?) -3- (2-hydroxyethyl) -6-isopropyl-2,2-dioxido-3,4- 
dihydro-lH-isothiochromen-4-yl] amino}propyl ) -S-methyl-J^T, N- 
dipropylisophthalamide ; 

N' - ( (15,2J^) -1- (3, 5-dif luorobenzyl) -2 -hydroxy-3- 
{ [ (35, 45) -3- (2-hydroxyethyl) -6-isopropyl-2, 2-dioxido-3, 4- 
dihydr o - Iff- i so thi ochr omen- 4 -y 1 ] amino } propyl ) - 5 -me thyl -N, N- 
dipropylisophthalamide ; 



-1046- 



wo 03/040096 




PCT/US02/36O72 



J\r* - { US, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (35, 45) -6-isopropyl-2 , 2-dioxido-3-propyl-3 , 4-dihydro-lJir- 
isothiochromen-4-yl] aitdno}propyl) -5-methyl--*r, J\7'- 
dipropylisophthalamide ; 

W - ( (15, 2R) -1- (3, 5-difluorobenzyl) - 2 -hydroxy- 3- 
{ [ (35, 45) -6-isopropyl-3-'inethyl-2 , 2-dioxido-3 , 4-dihydro-lH- 
isothiochroinen-4-yl3 amino}propyl) -5-methyl-I\r,I\r- 
dipropyli soph thai amide; and 

- ( (15, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (4J?) - 
6-isopropyl-2 , 2-dioxido-3 , 4-dihydro-lH=-isothiochromen-4- 
yl ] amino }propyl ) -5 -methyl -W, W-dipropylisophthalamide ; or a 
pharmaceutical ly acceptable salt thereof • 

-91..,^-. A compound of the formula: 




wherein 

5 Rioo is H, Ci-Cs alkoxycarbonyl, phenyl CirCe alkyl, or phenyl. 
Ci-Ce alkoxycarbonyl; 

Ruo is phenyl Ci-Ce alkyl, thienyl, -S-phenyl, furanyl, or 

benzodioxolyl/. wherein each is optionally substituted with 
1, 2, 3, 4, or 5 groups that are independently halogen, 

10 C1-C4 alkyl, C1-C4 alkoxy, or phenyl Ci-Ce alkoxy; and 

R120 is H, phenyl Ci-Ce alkyl, C3-C8 cycloalkyl optionally 

substituted with Ci-Ce alky or phenyl, C3-C8 cycloalkyl Ci- 
C4 alkyl, or Ci-Ce alkyl optionally substituted with 
-C(0)NRi2iRi22/ wherein each of the above is optionally 

15 substituted with 1, 2, or 3 groups that are independently 

Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 alkynyl, halogen, or Ci-Ce 
alkoxy; wherein 

R121 and R122 are independently H, or Ci-Cs alkyl. 
20 92. A compound according to claim 91 wherein 
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Rloo is tertiary butoxy carbonyl. 

93. A compound according to claim 91 wherein 

Riio is phenyl Ci-Ce alkyl optionally substituted with 1, 2, 3, 
4, or 5 groups that are independently halogen, C1-C4 
alkyl, C1-C4 alkoxy, or. phenyl Ci-Ce alkoxy,. 

94. A compound according to claim 91 wherein 
Riio is monohalophenyl , dihalophenyl , or trihalophenyl . 

95. A compound according to claim 91 wherein 

Riio is thienyl, or. -S-phenyl each of which is optionally 
substituted with 1,. 2,,3, A, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, 
benzyloxy. 

96. A compound according to claim 91 wherein 

Riio is furanyl, or benzodioxolyl each of which is optionally 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, 
benzyloxy. 

97. A compound according to claim 91 wherein 

R120 is benzyl optionally substituted with 1, 2, or 3 groups 
that are independently Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, halogen, or Ci-Ce alkoxy. 

98. A compound according to claim 91 wherein 

R120 is cyclopropyl optionally substituted with Cx-Ce alky or 
phenyl; or cyclopropyl C1-C4 al'kyl, wherein each of the 
above is optionally substituted with 1, 2, or 3 groups 
that are independently Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, halogen, or Ci-Ce alko3^. 
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99. A coii5)ound according to claim 92 wherein 

Riio is phenyl Ci-Ce alkyl optionally substituted with 1, 2, 3, 
4, or 5 groups that are independently halogen, C1-C4 
alkyl r C1-C4 alkoxy, or phenyl Ci-Ce alkoaqr; and 
5 R120 is H or benzyl optionally substituted with 1, 2, or 3 

groups that are independently Ci-Ce alkyl, C2-C6 alkenyl, 
C2-C6 alkynyl, halogen, or Ci-Ce alkoxy. 

100. A coirtpound according to claim 92 wherein 
is phenyl Ci-Ce alkyl optionally substituted with 1, 2, 3, 

4, or 5 groups that are independently halogen, C1-C4 
alkyl, C1-C4 alkoxy, or phenyl Ci-Ce alkoxy; and 
is cyclopropyl optionally substituted with Ci-Ce alky or... 
phenyl; or cyclopropyl C1-C4 alkyl, wherein each of the 
above is optionally svibstituted with 1, 2, or 3 groups 
that. , are independently Ci-Ce . alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, halogen, or Ci-Ce alkoxy. 

101. A coittpound according to claim 92 wherein 
is thienyl, or -S-phenyl each of which is optionally 

sxabs ti tut ed with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, 
benzyloxy; and 
is H or benzyl optionally substituted with 1, 2, or 3 
groups that are independently Ci-Ce alkyl, C2-C6 alkenyl, 
C2-C6 alkynyl, halogen, or Ci-Ce alkoxy. 

102 . . A coittpound according to claim 92 wherein 

Riio is thienyl, or -S-phenyl each of which is optionally 
30 substituted with 1, 2, 3, 4, or 5 groups that are 

independently halogen, C1-C4 alkyl, C1-C4 alkoxy, 
benzyloxy; and 

R120 is cyclopropyl optionally substituted with Ci-Ce alky or 
phenyl; or cyclopropyl C1-C4 alkyl, wherein each of the 



10 Riio 
R120 

15 



20 Riio 



R120 



25 
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above is optionally substituted with 1, 2, or 3 groups 
that are independently Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, halogen, or Ci-Ce alkosQr. 

5 103. A compound according to claim 92 wherein 

Riio is furanyl, or benzodioxolyl each of which is optionally 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 allcyl, C1-C4 alkoxy, or 
benzyloxy . 

10 II120 is H or benzyl optionally sxibstituted with 1, 2, or 3 

groups that are independently Ci-Ce alkyl, C2-C6 alkenyl, 
C2-C6 alkynyl, halogen, or Ci-Ce alkoxy. 

104. A compound according to claim 92 wherein 
15 Riio is furanyl, or benzodioxolyl each of which is optionally 
substituted with 1, 2, 3, 4, or 5 groups that are 
independently halogen, C1-C4 alkyl, C1-C4 alkoxy, or 
benzyloxy; 

R120 is cyclopropyl optionally substituted with Ci-Ce alky or 
20 phenyl; or cyclopropyl C1-C4 alkyl, wherein each of the 

above is optionally substituted with 1, 2, or 3 groups 
that are independently Ci-Ce alkyl, C2-C6 alkenyl, C2-C6 
alkynyl, halogen, or Ci-Cs alkoxy. 

25 105. A compound of the formula 




or a pharmaceutically acceptable salt thereof, wherein 
Ri is C1-C4 alkyl, C2-C4 alkynyl, or CF3; 
R2 and R3 are both hydrogen; or 
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R2 and R3 and the carbon to which they are attached form a 

cyclopropyl ring; 
R4 is oxazolyl optionally sxibstituted with methyl, thiazolyl, 

C2-C4 alkynyl, or C1-C4 alkyl; 
5 R5 is C1-C4 alkyl; 
R6 is C1-C4 alkyl; 

X and Y are independently halogen; 
Z is CH or N, 

10 106. A compound according^ to claim 105, wherein Z is CH, 

107. A conpound according to claim 106, wherein 
R2 and R3 are both H. 

15 108. A compound according to claim 107 of. the formula: 



109. A compound according to claim 108 wherein, 
Ri is ethyl, ethynyl or CF3; and 

20 R4 is 2-oxazolyl optionally substituted with methyl, 2- 
thiazolyl, ethynyl, or methyl. 

110. A compound according to claim 109, wherein 
R5 is propyl; and Re is propyl. 



111. A compound according to claim 110, wherein 
Ri is ethyl; 

R4 is 2-oxazolyl optionally substituted with methyl; and 
X and y are both F. 




X 



25 
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112. A compotmd according to claim 109, wherein 
Ri is ethyl, or CF3; and R4 is .2-thiazolyl. 

5 113. A compoiind according to claim 112, wherein 

R5 is propyl; and Re is propyl; or 
■• R5 is methyl; and Re is propyl or butyl; and 
X and Y are both F . 

10 114. A compound according to claim 113, wherein 

Rx is ethyl. 

115. A compoiind according to claim 112, wherein 
Ri is CF3; Rs is propyl; and Re is propyl 

15 

116. A compound according to claim 109, wherein Ri is 
ethynyl; and R4 is ethynyl, methyl, or 2-oxazolyl. 

117. A coittpound according to claim 116, wherein R5 is 
20 propyl; and Re is propyl; and X and Y are both F. 

118. A compound according to claim 117, wherein R4 is 
ethynyl or methyl. 

25 119. A compound according to claim 106 of the formula: 

X 




120. A compound according to claim 119, wherein Ri is 
ethyl or ethynyl; R4 is methyl or 2-oxazolyl. 
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121. A compoimd according to claim 120, wherein R5 and Rs 
are both propyl; X and Y are both F. 

5 122. A compound according to claim 121, wherein Z is N; 

and R4 is methyl. 

123. A compound according to claim 121, wherein Z is CH; 
and R4 is methyl or 2-oxazolyl. 

10 

124. A compound according to claim 105 wherein R4 is 2- 
oxazolyl . 

125. A contpound of the formula 



15 




or a pharmaceutically acceptable salt thereof, wherein 
Ri is C2-C3 alkyl; 
R2 and R3 are both hydrogen; or 
Rf and Eg are independently halogen; 
20 R5 is C1-C2 alkyl sulfonyl; 

Re is hydroxyethyl or methoxyethyl . 

126. A compoxind of the formula 




25 or a pharmaceutically acceptable salt thereof, wherein 
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El is C2-C3 alkyl; 

R2 and R3 are both hydrogen; or 

Ef and Rg are independently halogen; 

E5 and Re are independently C3-C4 alkyl; or 
5 R5 is H and Rs is C3 alkyl; or 

Rs/ Rs/ and the nitrogen to which they are attached form a 
pyrrolidinyl ring optionally substituted with 
methoxymethyl ; and 

Rs is C1-C2 alkyl, hydroxy (C2-C4) alkyl, N- [hydroxy (C2-C4) alkyl] - 
10 N-(Ci-C2)alkylainino, N-methyl-N- (C4 (t -butyl) alkyl) amino, 

-NH(Ci-C4 hydroxyalkyl) , -N(Ci-C3 hydroxyalkyl) (C1-C3 
hydroxyalkyl) , -N(Ci-C2 alkyl) (C1-C2 alkyl), pyrrolidin-1- 
yl optionally substituted with hydroxymethyl.. or 
methoxymethyl, C1-C2 alkoxy C2-C3 alkyl, l-piperazinyl , 
15 -NH2, -NH{C2-C3 alkyl-NH(Ci-C2 alkyl)), or C1-C4 (C2) 

alkylamino. , . ^ 

127. A compound according to claim 126, wherein Rs is N- 
[hydroxy(C4-alkyl]-N-methylamino, -N(Ci-C3 hydroxyalkyl) (C1-C3 

20 hydroxyalkyl), or -NH(Ci-C4 hydroxyalkyl). 

128. A coinpound according to claim 127, wherein the 

, hydroxyalkyl is 2 -hydroxy-1 , 1-dimethylethyl ; 2-hydroxyethyl ; 3 • 

hydroxypropyl; 1 (R) -2-hydroxy-l-methylethyl; 1 (S) -2 -hydroxy- 1- 
25 methylethyl; 2 (R) -2-hydoxypropyl; or 2 (S) -2-hydoxypropyl . 

129. A compo\ind according to claim 126, wherein 
Rs is 3 -hydroxypropyl, or 4-hydroxybutyl . 

30 130. A compound according to claim 126, wherein 

Rg is 2 (R) -2-methoxymethylpyrrolidin-l-yl, 2 (R) -2- 
hydroxymethylpyrrolidin-l-yl, 2 (S) -2-hydroxymethylpyrrolidin-l 
yl/ pyrrolidin-l-yl, or l-piperazinyl. 
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131, A corapoxond according to claim 126, wherein 
Rs, Re, and the nitrogen to which they are attached form a 
2 (S) -2-methoxyinethyl)pyrrolidin-l-yl. 

5 132. A compound according to claim 131, wherein 

Rs is -NH(tert-butyl) , (CH3) (CH2CH3) / or 2(S)-'2- 
itiethoxymethylpyrrolidin-l-yl . 



10 133- A compound of the formula 




or a pharmaceutical ly acceptable salt thereof, wherein 
Ri is C2-C3 alkyl; 
R2 and Ra are both hydrogen; or 
15 Rf and Rg are independently halogen; 

R5 and Re are independently C1-C4 alkyl; and 

Rd is C1-C2 alkyl, N-hydroxy(C2-C3) alkyl -N- (Ci-C2)alkylamino, or 
C1-C2 alkylamino* 

20 134. A compound of the formula 

O 

"^yiT^ ^ 

~ H ou H 




Rs X^x^ " OH 



or a pharmaceutically acceptable salt thereof, wherein 
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X is nitrogen or CH; 

3Ri is C2-C3 alkyl, amino, mono (Ca-Ca) alkylamino, di(Ci-C3) 

alkylamino , amino ( C1-C3 ) alkyl , mono { C1-C3 ) alkylamino ( Ci- 
C2)alkyl, or di(Ci-C3) alkylamino {C1-C2) alkyl; 
5 R2 and R3 are both hydrogen; or 

Rf and Rg are both hydrogen or independently halogen; 

R5 and Re are independently methyl or C2-C3-C4 alkyl, where at 
least one of R5 and Re is not methyl. 

10 135. A compound according to claim 134, wherein X is CH. 

136. A compound according to claim 135, wherein Ri is 
di (C1-C2) alkylamino . 

15 137. A compound according to claim 136, wherein at least 

one of R5 and Re is propyl. 

138. A compound according to claim 134, wherein X is 
nitrogen. 



and Re are not methyl. 

140. A compound according to claim 135, wherein Ri is 
25 di(Ci-C2) alkylamino (C1-C2) alkyl. 



20 



139. A compound according to claim 138, wherein both of R5 



141. A compound of the formula 




or a pharmaceutically acceptable salt thereof, wherein 
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Ri is C2-C3 alkyl; 
R2 and R3 are both hydrogen; or 
Rf and Rg are independently halogen; 
R5 and Re are independently C3-C4 alkyl; and 
5 Rj is hydrogen or C1-C2 alkoxymethyl • 

142. A compoTjnd of the formula . 




or a pharmaceutically acceptable salt thereof, wherein 
10 Ri is C2-C4 alkynyl, C2-C4 alkyl, or trif luoromethyl; 
R2 and R3 are both hydrogen; or 

R2 and R3 together form a 3 -member ed ring with the carbon atom 

to which they are attached; 
Rf and Rg are independently halogen; and 
15 R5 and Re are independently C3-C4 alkyl; or 

one of R5 and Re is, methyl or ethyl and the other" is C3-C4 

alkyl. 

143. A compound according to claim 142, wherein Ri is 
20 ethyl, n-propyl, isopropyl, or trif luoromethyl • 

144. A compound according to claim 143, wherein R5 is 
methyl or ethyl and Re is C3 C4 alkyl. 

25 ^. 145. A compound according to claim 142, wherein R5 is 

methyl or propyl. 



146. A compound according to claim 145, .wherein Rf and Rg 
are both chloro or fluoro. 
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147. A coinpound according to claim 146, wherein both of R2 
and R3 are hydrogen; and 
Ri is C2-C3 alkynyl. 



5 



148. A compound according to claim 1151, wherein R5 and Re 
are independently propyl or butyl. 

149. A coitrpound according to claim 1156, wherein both of 
10 R2 and R3 are hydrogen. 

150. A compound according to claim 1157, wherein Rf and Rg 
are both chloro or fluoro. 

15 151. A compound according to • claim 1157, wherein 

R2 and R3 together form a 3-membered ring with the carbon atom 
to which they are attached. 

152. A compound of the formula 



or a pharmaceutically acceptable salt thereof, wherein 
one of X or Xi is nitrogen or N*-0" while the other is CH; 
Ri is C2-C4 alkynyl, cyanp, or C1-C3 alkyl; 
R2 and R3 are both hydrogen; or 
25 R2 and R3 together form a 3-membered ring with the carbon atom 
to which they are attached; 
Rf and Rg are independently halogen; 
Rp is hydrogen, C1-C2 alkyl, or oxazplyl; and 
R5. and Re are independently C3-C4 alkyl. 



20 
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153. A coirpound according to claim 152, wherein X is 
nitrogen; Ri is C2-C3 alkynyl; R2 and R3 together form a 3^ 
membered ring with the carbon atom to which they are attached; 

5 and Rp is C1-C2 alkyl. 

154. A conpoiind according to claim 152, wherein X is 
nitrogen; and Ri is C2 alkynyl. 

10 155. A compoiand according to claim 152, wherein X is 

nitrogen; Ri is C1-C2 alkyl; R2 and R3 are hydrogen; and Rp is 
hydrogen., C1-C2 alkyl, or oxazol-2-yl. 



15 nitrogen; Ri is C1-C2 alkyl; R2 and R3 are hydrogen; and Rp is 
cyano. 



20 membered ring with the carbon atom to which they are attached; 



156. 



A compotind according to claim 152, wherein- X is 



nitrogen; 



157. 



A compound according to claim 152, wherein X is 
Ri is C2-C3 alkyl; R2 and R3 together form a.3- 



and Rp is C1-C2 alkyl. 



158. A compoTind according to any of claims 153-157, 
wherein- Rf and Kg are both chloro or fluoro. 



25 



159. A compound according to any of claims 153-157, 
wherein R5 and Re are independently propyl or butyl. 



160. A compoiind of the formula 
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10 




H OH 

Rp 

or a pharmaceutically acceptable salt thereof, wherein 
Rc is a group of the formula 

^ where one of X and X' is nitrogen and the other 
is CH and Rx is C2-C4 allcyl or -{C1-C2 alkyl) -N(Ci-C2 
alkyl) (C1-C2 alkyl) ; 

Rf and Rg are independently halogen; - . 

Rp is C1-C2 alkyl; and 

R5 and Re are independently hydrogen or C3-C4 (sec butyl) alkyl. 

161. A compound according to claim 160, wherein X is 
nitrogen; X' is CH; and R5 and Re are independently propyl or 
butyl . 



15 162. A coitpooind according to claim 160, wherein X is CH; 

X' is nitrogen; and R5 and Re are independently propyl or 
butyl. 

163. A compound according to claim 162/ wherein 
20 Ri is -CH2N(CH3)CH3. 

164, A compoimd of the formula 




0 

or a pharmaceutically acceptable salt thereof, wherein 
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Rs is methylaniino, ethylamino, C3 alkylamino , di (Cs-alkyl) amino, 
or a group of the formula 



where Rq is C1-C2 alko3Qr(Ci-C2)alkyl; 
Ri is C2-C3 alkyl; 
5 R2 and R3 are both hydrogen; and 

Rf and Rg are independently halogen, 

165. A compound of the formula 




10 or a pharmaceutically acceptable salt thereof, wherein 

Z is CH when the dashed line represents a single bond or a 
carbon atom or nitrogen atom when the dashed line represents a 
double bond; 
Ri is C2-C3 alkyl; 
15 R2 and R3 are both hydrogen; 

Rf and Rg are independently halogen; 

Rp is hydrogen, cyano, C1-C3 alkyl, amino, N-(Ci-C3 

alkylsulf onyl ) -N- ( {C1-C3 ) alkyl ) amino , 2 -oxazolyl , or 1- 
pyrrolyl optionally substituted in the 2 and 5 positions 
20 with C1-C2 alkyl; and 

Rj is C1-C5 alkyl. 

166. A coirpound according to claim 165, wherein Rj is 
methyl; and Zi is hydrogen. 



167. A compound according to claim 165, where Z is CH and 
Rp is N-(Ci-C2 alkylsulfonyl)-N-{ (Ci-C2) alkyl) amino; and Rj is 
C3-C4 alkyl. 
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168. A compound according to claims 165, wherein Rp is 2- 
oxazolyl and Z is CH. 

5 169. A confound according to claims 165, wherein Rp is 

cyano; Z is CH; and Rj is C3-C4 (butyl) alkyl. 

170. A compound according to claim 167, wherein 
Rp is -N(CH3)S02(Ci-C2 alkyl) ; and 

10 Ri is ethyl. 

171. A compoimd of the formula 




\=J 



or a pharmaceutically acceptable salt thereof, wherein 
15 both of X and X' are CH, or one of X and X' is nitrogen and the 
other is CH; . 
Ri is C2-C3 alkynyl, Ci,2-C3 alkyl, amino, mono (C1-C3) alkylamino,..., 
or di(Ci-C3) alkylamino, aminoalkyl, mono(Ci- 
C3 ) alkylamino (C1-C2 ) alkyl , di {C1-C3 ) alkylamino (C1-C2 ) alkyl , 
20 CF3, C1-C2 alkoxy, halogen, -NHS02{Ci-C2 alkyl); 

R2 and R3 are both hydrogen; or 

R2 and R3 together form a 3-membered ring with the carbon atom 

to which they are attached; 
Rf and Rg are both hydrogen or independently halogen; 
25 R5 and Re are independently C1-C4 alkyl; or 

one of R5 and Re is methyl or ethyl and the other is C3 or C4 
alkyl . 
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172. A compound according to claim 171, wherein Ri is C2-C3 
alkyl . 

173. A compound according to claim 171, wherein Ri is 

5 di (Ci-C3)alkylamino and both of Rf and Rg are chloro or fluoro. 

174. A compound according to claim 171, wherein Ri is 
di(Ci-C3)alkylamino{Ci-C2) alkyl, and both of Rf and Rg are chloro 
or fluoro. 



10 



175. A compound according to claim 171, wherein X is 
nitrogen; Rf and Rg are both fluoro; Ri is C1-C3 alkyl; and R2 
and R3 together form a 3-membered ring with the carbon atom to 
which they are attached. 



is^ - --- •• 

176. A compound according to claim 172, wherein both X and 
X' are CH; and Rf and Rg are both chloro or fluoro. 

177. ' A compound according to claim 176, wherein one of R5 
20 and Re is methyl or ethyl and the other is C3 or C4 alkyl. 

178. A compound according to claim 176, wherein R5 and Re 
are independently C2,3-C4 alkyl. 

25 179. A compound according to, claim 178, wherein R5 is C2-C4 

alkyl and Re is ethyl. 

180. A compound according to claim 176, wherein one of R5 
and Re is methyl and the other is C3 or C4 alkyl. 

30 

181. A compound according to claim 176, wherein R5 and Re 
are independently propyl or butyl. 
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182. A compound according to claim 171, wherein Ri is C2 
alkynyl . 

183. A coirqpoiuid according to claim 182, wherein 
5 X is nitrogen and X' is CH; and 

R2 and R3 together form a 3-membered ring with the carbon atom 
to which they are attached. 

184. A compound according to claim 182, wherein both X and 
10 X' are CH; and Rf and Rg are both chloro or fluoro. 



30 



185. A compound according to claim 176, wherein R5 and Re 
are independently propyl or butyl. 

15 186. A compound according to any of claims 176-185, 

wherein R2 and R3 together form a 3-membered ring with the 
carbon atom to which they are attached. 

187. A compound according to claim 171, wherein 
20 Ri is CFa/or -NHSO2CH3; 

R2 and R3 are both H; 

R5 and R6 are independently C3 or C4 alkyl. 

188. A compotind • according to claim 172, wherein 
25 X is CH and X' is nitrogen. 

189. A compound according to claim 188, wherein 
R2/ R3/ and the carbon to which they are attached form a 

cyclopropyl ring. 



190. A compound according to claim 186, wherein 
Ri- is bromo or chloro*. ' 

191. A compound of the formula 
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or a pharmaceutical ly acceptable salt thereof, wherein 
Ri is C2-C3-alkyl; 
R2 and R3 are both hydrogen; 
5 Rf and Rg are independently halogen; 

R3. is C3-C4 allcyl, thiazolinyl or thiazolidinyl . 

192 • A compound according to claim 191, wherein Rs is 2- 
thiazolidinyl or 2- thiazolinyl. 
10 . • 



or a pharmaceutically acceptable salt thereof, wherein 
Ri is C2-C3 alkyl/ GF3, or -NH(C3-C6 cycloalkyl) ; 
15 R2 and R3 are both hydrogen; or 

R2 and R3 together with the carbon atom to which they are 

attached foinn a 3-membered ring; 
Rp is pyridyl, piperazinyl, amino, amino (C1-C5) alkyl, mono(Ci- 
C2) alkyl amino {Ci-C5)alkyl, di(Ci-C2)alkylamino(Ci-C5) alkyl, 
20 mono(Ci-C3)alkylamino, di {C1-C3) alkylamino, amino (C3- 



25 ' '02) alkylamino (C3-C4)allcynyl, pyrimidinyl, pyrazolyl. 



193. A compound of the formula 




C4)alkynyl, mono (C1-C2) alkylamino (C3-C4)alkynyl, di(Ci- 
C2) alkylamino {C3-C5)alkynyl, -N(Ci-C2 alkyl) -SO2 (C1-C2 
alkyl), -NH-S02(Ci-C2 alkyl) / -N(Ci-C2 alkyl) -S02-thienyl, 
-N(Ci-C2 alkyl) -S02(Ci-C2 haloalkyl) , di (Ci- 



imidazolyl, or C2-C4 allcynyl; 
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Rf and Rg are independently halogen; 
Rs and Re are independently C3-C4 allorl. 

194. A compound according to claim 193, wherein Rp is 4- 
pyridyl, 2-pyrimidinyl, 4-pyrazolyl, or 4-iinidazolyl. 

195. A compound according to claim 193, wherein Rp is 
diethylamino or dimethyl amino. 

196. . A compo\md according to claim 193, wherein Rp is 
■'amino or Ci-Ce alkylamino. 

197. A compound according to claim 193 where is 1- 
piperazinyl . 

198 . A compoxind according to claim 193 where Rp is 
amino (C2-C4)alkyl where the amino is optionally mono 
substituted with C1-C2 alkyl; or where Rp is -N(CH3) -SO2CH3, -M 
SO2CH3, -N(CH3)-S02-thien-2-yl, or -N(CH3) -SO2CF3. 

199. A compound according to claim 193 where Rp is 3- 
(mono (C1-C2) alkylamino) propyn-l-yl , 3- (di (Ci- 

C2) alkylamino )propyn-l-yl, or 4- (di (Ci-C2)alkylamino)propyn-l- 

200. A compovind according to any of claims 194 to 199, 
wherein R5 and Re are both C3 alkyl . 

,201. A compound according to suiy of claims 194 to 199, 
wherein R2 and R3 are hydrogen. 

202. A compound according to any of claims 194 to 199, 
wherein R2 and R3 together form a 3-membered ring with the 
carbon atom to which they are attached. 
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203. A conpoimd according to claim 193 where Rp is di(Ci- 
C2 ) alkylamino ( C3 -Cs ) alkyl ; and 

R5 and Rfi are both C3 alkyl. 

204. A compound according to claim 193 where 

Bp is C2-C3 alkynyl, C1-C2 alkyl, or -NH(cyclopropyl) ; and 
R2 and R3 are both H. 

205. A coitpoxind according to claim 193 where 

Rp is C2-C3 alkynyl, C1-C2 alkyl, or -NH(cyclopropyl) ; arid 
R2 and R3 together form a 3-membered ring with the carbon atom. • 
to which they are attached. 

206. A compound of the formula 




or a pharmaceutically acceptable salt thereof, wherein 
. Ri is, C2-C3 alkynyl; 
R2 and R3 are both hydroc^en; 
Rp is Ci-C3 alkyl; 

Rf and Rg are independently halogen; 

R5 and Re are independently C3-C4 alkyl; or 

one of Rg and Re is methyl and the other is C3 or C4 alkyl. 

207. A compound according to claim 206, wherein Rp is 
methyl . 

208. A compound of the formula 
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or a pharmaceutical ly acceptable salt thereof, wherein 
Ri is C1-C2 alkyl, C2-C4 alkynyl or C3-C4 alkyl; 
E2 and R3 are both hydrogen; or 
5 E2 and R3 together form a 3-membered ring with the carbon atom 
to which they are attached; 
Rf and Rg are independently halogen; 
Rp is C1-C3 alkyl or a group of the formula: 
RsS02- where Rg is 
10 RsiReiN- and R51 and Rei independently represent 

hydrogen or C1-C4 alkyl groups; or 
a group of the formula: 

where Rt is C1-C2 alkoxy{Ci-C2) alkyl; and 
Rq is C1-C3 alkoxy(Ci-C2) alkyl, C1-C4 alkyl, -C(0)NH2, or H, 

15, 

209. A compoxmd according to claim 1240, wherein Ri is C2 
alkynyl; R2 and R3 together form a 3-membered ring with the 
carbon atom to which they are attached; and Rp is RsS02- where 

^N, 

Rs is . 

20 . 

210. A compoxind according to claim 208, wherein Ri is C1-C2 
alkyl; R2 and R3 are hydrogen; and Rp is R8SO2- where Rs is C3-C4 
t-butyl amino . 

25 211. A compoTind according to claim 208, wherein Ri is C1-C2 

allQrl; R2 and R3 are hydrogen; Rp is C1-C2 alkyl; and R<, is C2 -C4 
alkyl . 
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212. A coittpoimd according to claim 208, wherein Ri is C1-C2 
alkyl; R2 and R3 are hydrogen; Rp is alkyl; and Rq is 
propoxy {C1-C2 ) alkyl • 

213. A corapoxind according to claim 208, wherein Ri is 
C1-C2 alkyl; R2 and R3 are hydrogen; Rp is C1-C2 alkyl; and Rq is 
methoxy (C1-C2 ) alkyl . 

214. A contpound according to claim 208, wherein Ri is C1-C2 
alkyl; R2 and R3 together form a 3-membered ring with the 
carbon atom to which they are attached; Rp is C1-C2 alkyl; and 
Rq is C1-C2 alkyl . 

215. A compound according to claim 208, wherein Ri is C1-C2 
alkyl; R2 and R3 are hydrogen; Rp is C1-C2 alkyl; and Rq is C1-C2 
alkyl. 

216. A compound according to claim 208, wherein 

Rq is (R)-methoxymethyl, methyl, propyl, (S) -propyl, (R) - 
propyl, butyl, (R) -butyl, (S) -butyl, (R) -2-methoxymethyl, (R) - 
2 -me thoxye thy 1 , 

217 . A compound of the formula 




or a pharmaceutically acceptable salt thereof, wherein 

Z is oxygen, nitrogen, 'or sulfur; 

Ri is chloro, bromo, hydrogen or C1-C2 alkyl; 

Rf and Rq are independently halogen; and 
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R5 and R6 are independently C3-C4 alkyl; or 

one of R5 and Re is methyl and the other is C3 or C4 allQ^l . 

218. A compound according to claim 217, wherein Ri is 
5. bromo, and Z is oxygen. 

219. A compound according to claim 217, wherein 
Z is nitrogen; and 

Ri is C1-C3 alkyl. 

10 

220. A compound according to claim 217, wherein 
Z is sulfur; and 

Ri is C1-C3 alkyl. 

15 221. A compound of the formula 




Rp 



or a pharmaceutical ly acceptable salt thereof, wherein 
Ri is C1-C2-C3 alkyl; 
R2 and R3 are both hydrogen; or 
20 Rp is C1-C2 alkyl; 

Rf and Rg are both hydrogen or independently halogen; and 
R5 and Re are independently C3-C4 alkyl. 

222. A compound according to claim 221, wherein Ri is 
25 ethyl. 

223. A compound of the formula 
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or a phaantiaceutically acceptable salt thereof, wherein 
one of X and X' is nitrogen and the other is CH or CRi; 
Ri is C1-C2-C3 alkyl 
5 R2 and R3 are both hydrogen; 
Rp is C1-G2 alkyl r 

Rf and Rg are independently halogen; and 
R5 and Re are independently C3-C4 alkyl. 

10 224. A compound according to claim 223, wherein X is CH 

and X' is nitrogen. 



15 or a* pharmaceutical ly acceptable salt thereof, wherein 
Ri is a group of the formula: 



225. A coit5)Ound of the formula 





R'sh '^'sii where 

one of Rsii and R'axi is hydrogen and the other is Ci- 



20 



C3 acyl, C1-C2 alkyl or CHO; or 
one of Rsii and R'su is methyl and the other is CHO or 



methyl , 
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each Rs2i is C1-C3 alkoxy, halogen, H, C1-C2 alkyl or 
cyano; or 

Ri is cyclopentyl/ cyclohexyl, oxazolyl, isoxazolyl optionally 
substituted with one or two C1-C2 alkyl groups, phenyl, 
5 thien-2-yl optionally s\ibstituted with CHO, unsubstituted 

thien-3-yl; 

R2 and R3 are both hydrogen; 

Rp is C1-C2 alkyl; 

Rf and Rg are independently halogen; and 
10 Rs and Re are independently C3-C4 alkyl. 

226. A coirrpound according to claim 226, wherein Ri is 6- 
( C1-C2 ) alkoxypyr idin-2 -yl . 

15 227. A compound according to claim 225, wherein Ri is 2- 

f ormylthien-3-yl . 

228. A compound according to claim 225, wherein Ri is 5- 
f onnylthien-3-yl . 

20 

229. A compound according to claim 225, wherein Ra2i is 
cyano . 

230. A comjibund according to claim 225, wherein Ri is 5- 
25 cyanopyrid-3-yl . 

231. A compound according to claim 225, wherein Ri is 6- 
halopyrid-3-yl . 

30 232. A compound according. to any one of claims 226 to 

i285, wherein the halogen is fluoro or chloro. 

233. A compoiind according to claim 225, wherein, 
Ri is a substituted or unsiabstituted thienyl group. 
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234. A corapoxind of the formula 




or a pharmaceutically acceptable salt thereof, wherein 



Z is or 
Ri is C1-C3 alkyl or halogen; 
R2 and R3 are both hydrogen; 

Rs is C1-C3 alkylsulfonyl, C1-C3 alkylsulf onyl (C1-C3) alkyl , 

-NHS02(Ci-C2 alkyl), or -N.{Ci-C2 alkyl) SO2 {C1-C2 alkyl); and 
Rf and Rg are independently halogen. 

235. A compound • according to claim 234, wherein 
Ri is ethyl; and 



Z is 




236. A compound of the formula 




R2 R3 



or a pharmaceutically acceptable salt thereof, wherein 

Ri is C2-C3 alkyl; 

R2 and R3 are both hydrogen; 

R5 and Re independently represent (a) C1-C3 alkyl optionally 
siibstituted with phenyl and (b) phenyl optionally 
substituted with halogen; and 
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Rf and Rg are independently halogen. 

237. A coitpound according to claim 236, wherein R5 is 
methyl optionally substituted with phenyl and Re is phenyl. 

238. A coitpound according to claim 236, wherein R5 is C1-C2 
alkyl and Re is 4-halophenyl. 

239. A compound of the formula 



X is nitrogen or 

Ri is C2-C4 alkynyl or C1-C3 alkyl; 
R2 and R3 are both hydrogen; or 

R2 .and'/R3 together form a 3 -member ed ring with *the carbon atom 

to which they are attached; 
Rf and Rg are independently halogen; 

Rp is hydrogen or C1-C2 alkyl; and - 

R5 and Re are independently C3-C4 alkyl, 

240. A compound according to claim 239, .wherein X is. 
nitrogen; Rp is C1-C2 alkyl; and Ri is ethyl. 

241. A compound of the formula 




or a pharmaceutical ly acceptable salt thereof, wherein 




or a phanaaceutically acceptable salt thereof, wherein 
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Ri is hydrogen or C1-C3 alkyl; 
R2 and R3 are both hydrogen; 
Rp is C1-C2 alkyl; 

Rf and Rg are independently halogen; and 
5 Rs and Re are independently C3-C4 alkyl. 

242, A compound of the formula 




O 

or a pharmaceutical ly acceptable salt thereof, wherein 
10 Rs is NR53iRs4i where 

Rs3i is C1-C2 alkyl; and 

Rs4i is Ci-Ce alkyl, allyl, cyano(Ci-C3)alkyl, (C4- 

C7)cycloalkyl, pyridyl {C1-C3) alkyl, phenyl, phenyl (Ci- 
..... C3 ) alkyl , amino (C1-C3 ) alkyl , mono {C1-C3 ) alkylamino (Ci- 
15 C2)alkyl, or di (C1-C3) alkylamino (C1-C2) alkyl; or 

Rs is CH3, -N(Ci-C2 allcyl) phenyl, or -N(C2-C3 alkyl) (C3-C4 ' 
alkyl) ; - ' 

Ri is C2-C3 alkyl; -. v. 

R2 and R3 are both hydrogen; and 
20 Rf and Rg are independently halogen. 

243. A compound according to claim 242, wherein Rs is (2- 
cyanoethyl ) (methyl ) amino . 

25 244. A compound according to claim 242,' wherein Rs is 

(cyclohexyl) (methyl ) amino . 

245. A compoxind according to claim 242, wherein Rs4i is Ci- 
Ce al>:yl, allyl, cyano (C1-C3) alkyl, (C4-C7)cycloalkyl, 
30 pyridyl{Ci-C3) alkyl, phenyl, or phenyl (Cx-Cs) alkyl . 
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246, A compound according to claim 242, wherein Rs4i is 
phenyl or cyclohexyl- 

247, A coir5)Ound according to claim 242, wherein 
Bs is -N(CH3) phenyl, or -N(ethyl) (C3-C4 alkyl) 

248, A compound of the formula 




or a pharmaceutical ly acceptable salt thereof, wherein 
Ri is C2-C3 alkynyl or C1-C3 alkyl; 
Rf and Rg are independently halogen;. 
Rs and-Re are independently C1-C4 al]o/l. 

249. A coinpotind according to claim 248, wherein R5 and Re 
are C3 alkyl. 

250. A compound according to claim 248, wherein R5 is 
methyl and Re is C3 alkyl. ■ 

251. A compound of. the formula 




I 



o=s=o 

I 

Rs 

or a pharmaceutically acceptable salt thereof, wherein 

Rs is C1-C4 alkyl; 

iRffl is C1-C4 alkyl; , 
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Ri is C2-C3 alkyl; 

R2 and R3 are both hydrogen; and 

Rf and Rg are independently halogen • 

252. A coirpound of the formula 



c 





R2 R3 

or a pharmaceutically acceptable salt thereof, wherein 
Fffi is C1-C4 alkyl; 
Ri is C2-C3 alkyl; 
10 R2 and .Ra are both hydrogen; and 

Rf and Rg are independently halogen; 
Z is S, S(0)> S(0)2# or 0 . 



15 253.- A compound according to claim 252, where 

Z is S or S (0) . ' 



254. A compOTind of the formula 





R5 Ny:^ " OH H X^X' 

N^O 
W 

20 or a pharmaceutically acceptable salt thereof, wherein 
one of X.and X'. is CH and the other is N; 

Ri is C2-C4 alkynyl; amino (C1-C3) alkyl, mono (C1-C3) alkylamino (Ci- 
C2)al]c/1, or di (Ci-C3)alkylamino(Ci-C2) alkyl; 
' ' R2 and R3 are both hydrogen; or 
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R2 and R3 together form a 3 -member ed ring with the carbon atom 

to which they are attached; 
Rf and are independently halogen; 
Rs and R6 are independently C1-C3-C4 alkyl. 

255. A coittpoxind according to claim 254, wherein Rj and R3 
together form a 3-membered ring with the carbon atom to which 
they are attached; X is N; and X' is CH. 

256. A conpound according to claim 254, wherein R2 and R3 
are hydrogen; X' is N; and X is CH. 

257. A compound according to claim 255, wherein. Ri is C2 
alJcynyl .. 

258. A compo\ind according to claim 256 or 257, wherein Ri 
is di {C1-C3) alkylamino (Ci-C3) alkyl . 

259. A compound according to claim 256 or 257, wherein Ri 
is dimethylamino ( C1-C2 ) alkyl . 

260. A coinpound of the formula 




or a pharmaceutically acceptable salt thereof, wherein 

Ri is C2-C3 alkyl; 

R2 and R3 are both hydrogen; 

Rf and Rfl are independently halogen; 

Bp is hydrogen, cyano, C1-C3 alkyl, amino, N-(Ci-C3 

alkylsulfonyl)-N-( (C1-C3) alkyl) amino, 2-oxazolyl, or 1- 
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pyrrolyl optionally substituted in the 2 and 5 positions 

with C1-C2 alkyl; 
Ra is C1-C3 alkyl, H or trif luoromethyl; and 
Rj is C1-C5 alkyl. 

261. A coinpoTind according to claim 260/ wherein Rj is 
methyl or ethyl and Rp is hydrogen, methyl, or ethyl. 



262. A compound according to claim 260, wherein Rj is 
10 methyl or butyl; and Rp is hydrogen. 

263. A compound of the formula 





H OH 

Rp 

or a pharmaceutically acceptable salt thereof, wherein 
15 X is nitrogen or N*-0~; 

Ri is C2-C4 alkynyl, cyano, C1-C3 alkyl, or CF3; 
R2 and R3 are both hydrogen; or 

R2 and R3 together form a 3-membered ring with the carbon atom 
to which they are attached; 
20 Rf and Rg are independently halogen; 

Rp is hydrogen, cyano or C1-C2 alkyl; and 
R5 and Re are independently C1-C4 alkyl. 



25 264. A compoxind according to claim 263, wherein X is N, 

265. A con^jound according to claim 264, wherein Rp is 
cyano • 
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266. A contpoiand according to claim 265, wherein R5 is 
methyl and Rg is C2-C4 alkyl. 

267. A compound according to claim 266, wherein Re is 
5 propyl- 

268. A coittpoiind according to claim 264, wherein 
is C2-C3 alkyl; 
is methyl; and 

and Re are independently C3-C4 alkyl. 

269. A coirrpound according to claim 268, wherein 
'. R2 and R3 are both hydrogen. 

15 270. A compound according to claim 264, wherein 

Ri is C2-C3 alkynyl, or C2 alkyl; and 
Rp is methyl. 

271. A compound according to claims 264, wherein 
20 Ri is CF3. 

272. A compound of the formula 




25 or a pharmaceutically acceptable salt thereof, wherein 
Ri is hydrogen or methyl; 
R2 and R3 are both hydrogen; or 

R2 and R3 together with the carbon atom to which they are 
attached form a 3-membered ring; 



Rp 

10 R5 
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Rp is C2-C3 alkynyl or C1-C3 allc/1; 

Rf and Rg are independently halogen; . 

R5 and Re are independently C3-C4 alkyl, or 

R5 is methyl and Re is C3-C4 alkyl. 

273. A compoimd according to claim 272, wherein Ri is 
hydrogen and R2 and R3 are both hydrogen. 



274. A compound according to claim 272, wherein Ri is 
10 hydrogen and R2 and R3 together with the carbon atom to which 
they are attached form a 3-meiribered ring. 



15 



20 



25 



275. A cortponnd according to either claim 273 or 274, 
wherein Rf and Rg are both chloro or fluoro. ^" 

276. A compoxind according to either claim -273 or 274, 
wherein -Rf and Rg are both, fluoro and are in the 3 and 5 
positions with respect to the point of attachment of the phenyl 
group. 

277. A compound of the formula; 




wherein 

Ri is C2-C3 alkyl; 

R2 and R3 are both methyl or 

R2, R3, and the carbon to which they are attached form a 

cyclopropyl ring; 
Rf and Rg are independently halogen; 
R5 and Re are independently C3-C4 alkyl; and 
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Rs is -NH(Ci-C4 hydroxyallc/1) . 

278. A coittpoimd according to claim 277, wherein the 
hydroxyalkyl group is 2 -hydroxy- 1, 1, dime thylethyl. 

5 

279. A compoxind of the formula: 




wherein 

Ri is C2-C3 allcynyl; 
10 R2 and R3 are both hydrogen; or 

Rf -and Rg are independently halogen; 

Rs aiid Re are independently C3-C4 alkyl; and 

Rs is -NH(C2-C4 hydroxyalkyl) . 

15 280. A compound according to claim 279, wherein the 

hydroxyalkyl group is 2 -hydr oxy- 1, 1, dimethyl ethyl; or 2- 
hydroxyethyl . - 

281. A compound of the formula: 




20 

wheirein, 

Rc is C4-C5 alkyl; cyclopropyl; tetrahydronaphthylenyl ; -CH(C2 
alkyl -S-(Ci-C2) alkyDC (0)NH(C4 alkyl); -CH(C2 alkyl-S02- 
(C1-C2) alkyl)C{0)NH(C4 alkyl); pyrimidyl optionally 

-1082- 



wo 03/040096 ^ ^ PCTAJS02/36072 

siibstituted with C3-C4 allcyl; thiochroman 1, 1-dioxide; 
-CH2-thia2olyl optionally siibstituted with C3-C4 alkyl; 
Rf and Rg are independently halogen; 

Rp is -NHSO2CF3, -S02NH(C3-C4 hydroxyalkyl) , "NHSO2CH3; oxa2ol-2- 
5 y 1 , and 

R5 cuid Re are independently C3-C4 alkyl. 

282. A compound according to claim 281, wherein 
Rc is isobutyl; or 1, 2 , 3, 4-tetrahydronaphthylen-l-yl, 

10 -CH(CH2CH2-S-CH3)C{0)NH(isobutyl) , 2-tert butylpyrimidin-4yl . 

283. A compound according, to claim 281, wherein 
Rp is -S02NH(2-hydroxy-l,l-dimethylethyl) . 

15 284. A compound according to claim 282 or 283, wherein R5 

and Re are both C3 alkyl. 

285. A compound according to claim 281, wherein 
Rp is oxa2ol-2-yl; and 

20 Rc is -CH2-(2-isobutylthia2ol-5-yl) . 

286. A compound of the formula: 





^2 ,^3 




OH 

Rm 

wherein 

25 Ri, is C2-C3 alkyl, or halogen; 
R2 and R3 are both hydrogen; 
Rf and Rg are independently halogen; and 
R„ is -NH-SO2CF3, oxazol-2-yl, -N(CH3) SO2CH3, -N(C3-C4 
hydroxyalkyl)S02(Ci-C2 alkyl), and Rp is H; or 
30 Rn is H and Rp is -NH-SO2CF3, -CH2SO2 (C1-C2 alkyl); or 
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Em is -C{0)pyrrolidinyl and Rp is OH. 
287. A corapoimd of the formula: 




Rp 

wherein 

Ri is Cs-Csalkyl, Cs-Ce cyanoalkyl, C3-C6 alkenyl, -NHSO2 {C1-C2 

alkyl), C4-C5 haloalkyl, -C3 alkyl-C02- (C1-C2 alkyl) , CN, . 
-N(Ci-C2 alkyl)S02(Ci-C2 alkyl) , -S02(Ci-C2 alkyl) , -NH-{C3- 
Ce cycloalkyl), -0C(0)N(Ci-C2 alkyl) {C1-C2 alkyl), 

R2 and R3 are both hydrogen; 

Rf and Rg are independently halogen; 

Rp is C1-C2 alkyl; ^ * 

R5 and Re are independently C3-C5. alkyl, C1-C2 alkoxy Ci-C2,3 
alkyl, or 

Rs is H and Re is C4,5-C6 alkyl or (C1-C2 alkoxy) - (C2-C3 alkyl); 
R5 is ethyl and Re is C2-C3 hydroxyalkyl or -(C1-C2 alkyl) -N(Ci- 
C2 alkyl) (C1-C2 alkyl); or > 
R5 is CH3 and Re is C4-C5 alkyl, cyclohexyl, -(C1-C2 alkyl) - 

phenyl, -(C1-C2 alkyl ) -pyridyl , or -CH2"furyl; or 
R5 is methyl or ethyl and Re is ~(Ci-C2 alkoxy) - {C2-C3 alkyl), or 
R5, Re, and the nitrogen to which they are attached form a 

piperidinyl ring optionally substituted with C3-C4 alkyl 

or OH, azepanyl, pyrrolidine-2-carboxylic acid amide, 3- 

hydroxypiperidin-l-yl . 

288. A coiT5)ound according to claim 287, wherein 
Ri is C2-C3 alkyl. 

289- A compound according to claim 288, wherein 
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Rs and Re are sirrailtaneously ethoxyethyl or 
Rs is propyl and Re is butyl. 

290. A compound according to claim 288, wherein 

Rs, Re, and the nitrogen to which they are attached form a 2- 
propyl piperidin-l-yl ring. 

291. A compound according to claim 287, wherein 

Ri is cyclopentyl, cyclohexyl, propenyl, allyl, or -(Ca-Ce 

allcyl)-CN, C2-C5 alkyl, 4-chlorobutyl/ 3-pyridyl, methyl 
2-methylpropanoate, hex-5-enyl, CN, -NCCHa) SO2CH3, 
-SO2CH2CH3, 3-methylpyrid-2-yl, oxazol-2-yl, 3,5- 
dimethylisoxazol-4-yl , 3 -methyl thien-2-yl , 2-pyridyl , 4- 
carbaldehydefuran-5-yl, and 2-carbaldehydethien-5-yl , 2- 
carbaldehyde-3 -methyl thien- 5 ~yl , 2-methoxypyridin-4-yl , 
-NH-cyclopropyl, -NHSO2CH3; and 

Rp is methyl. 

292. A compound according to claim 291, wherein 
Rs and Re are both C3 alkyl. 

293. A compound of the formula: 



wherein 

Ri is C2-C3 alkyl, halogen, -NH(cyclopropyl) , 
Rf and Rg are independently halogen; 

Rp is C1-C2 alkyl, oxazolyl, thiazolyl, or C2-C3 alkynyl; 
R2/ R3/ and the carbon to which they are attached form a 
cyclopropyl ring; or 



Re, 



Rs 
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R2 and R3 are both methyl; 

R5 and Re are independently C3-C4 alkyl; or 

Rs is methyl and Re is C3-C5 alkyl. 

5 294. A compound according to claim 293, wherein 

R2 and R3 are both methyl; and 
Rs and Re are independently C3-C4 alkyl. 

295, A compound according to claim 294, wherein 
10 Rp is bxazol-2-yl or thiazol-2-yl. 

296. A compoiind according to claim 294, wherein 
Rp is C2-C3 alkynyl; and 

Rs and Re are independently C3-C4 alkyl. .... 



15 



25 



297. A compound of the formula: 




^ OH 



wherein 

Rc is isoxazolyl optionally substituted with C3-C5 alkyl, 
20 thiazolyl optionally siibstituted with C3-C4 alkyl, or -Ci 

C3 alkyl-C(0)NH(Ci-C3 alkyl); 
Rf cuid Rg are independently halogen; ■ 

Rp is C1-C2 alkyl/ oxazolyl, thiazolyl, or C2-C4 alkynyl; 
Rs and Re are independently C3-C4 alkyl. 



298. A compound according to claim 297, wherein 
Rp is oxazol-2-yl or thiazol~2-yl; 

299. A compound according to claim 298, wherein 
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25 



Rc is 3-isobutylisoxazol-5-yl or N-isobutyl-2-inethylpropion-2- 
yl amide; and 

Rf and Rg are independently CI or F. 

300. A compoimd according to claim 298, wherein 
Rc is 2^isobutylthia2ol-2-yl; and 

Rf and Rg are independently CI or F. 

301. A compound according to claim 297, wherein 

Rc is 3"isobutylisoxazol-5-yl or N-isobutyl-2-methylpropion-2- 
yl amide; 

Rf and Rg are independently CI or F; and 
Rp is C2-C3 alkynyl, 

302. A compound of the formula: 



Rz is C1-C2 alkyl ; 

R5 and Rs are independently C3-C4 alkyl. 

303. A compound according to claim 302, wherein 
Hal is bromo or chloro. 

304. A compound according to claim 303 .wherein 
Ri is methyl, ethyl, bromo or iodo. 



"6, 




wherein 



Hal is a halogen; 

Ri is CirC2 alkyl, or halogen; 

R2 and R3 are both hydrogen; 

Rf and Rg are independently halogen; 
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305. A conipoxind of the formula: 




\=/ 



n is 0 or 1; 

Ri is C1-C2 alkyl; 

R2 and R3 are both hydrogen; 

Rf and Rg are independently halogen; 

Rs is (Ci-C2)alkoxy(Ci-C2)alkyl. 

306. A compound according to claim 305, wherein 
R2 is methoxymethyl. 

307. A coinpound of the formula: 




Ri is C1-C2 alkyl; 

.R2 and R3 are both hydrogen; 

Rf and R^ are independently halogen; 

Rp is isoxazole optionally substituted with C1-C2 alkyl; 
Rs and Re are independently C3-C4 alkyl. 

308. A compoxind according to claim 307, wherein Rp is 3- 
methylisoxa2ol-4-yl, S-oxazolyl, 3-oxa2olyl, 3-methyloxa2ol"2 
yl, 3-ethyloxazol-2-yl . 
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309. A compound which is 

N-[l- (3, 5-Difluoro-benzyl) -2-hydroxy-3- (l- 
isobutylcarbaInoyl-3-methylsulf anyl-propylamino) -propyl] -5- 
methyl -N ' , N ' -dipropyl-isophthalamide ; 

N*- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) { [1- (3- 
ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -6-methyl-N^ , N^- 
dipropylpyridine-2 , 4-dicarboxaiaide ; 

N^-butyl-N3- { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl)amino] -2-hydroxypropyl}-N^-methyl-5- (1, 3-thiazol-2- 
yl ) i sophthalamide ; 

N^-{ (lS,2R)-l~(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -N^ -me thy -propyl -5- (1,3- 
thiazol-2-yl) isophthalamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-methyl-5- (1, 3-oxazol-2- 
yl) -N^-propylisophthalamide; 

N^-butyl-N3-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^-methyl-5- ( 1 , 3-oxazol-2- 
yl ) isophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-N^-ethyl-5- (1, 3-oxazol-2- 
yl) -N^-propylisophthalamide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (1-ethylcarbamoyl- 
ethylamino) -2 -hydroxy-propyl] -5-methyl-N' ,N» -dipropyl-r - 
isophthalamide ; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -N' -dimethylcarbamoylmethyl-5,N' -dimethyl- 
isophthalamide ; 

N- [1- (3 , 5-Dif luoro-benzyl) -2-hydroxy-3- (1- 
. methyl carbamoyl -3 -methyl sulf any 1 -propylamine) -rpropyl] -5-methyl- 
N' ,N* -dipropyl-isophthalamide; 

N- [3- (l-Benzylcarbamoyl-ethylamino) -1- (3 , 5-dif luoro- 
benzyl) -2 -hydroxy-propyl] -5 -methyl -N» ,N' -dipropyl- 
isophthalamide; 

N-{ [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propylcarbamoyl ] -methyl } - 3 - tr if luoromethyl-benzamide ; 

N-{ [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propylcarbamoyl ] -methyl } -4- trif luoromethyl-benzamide ; 

3 , 4-Dichloro-N-{ [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propylcarbamoyl] -methyl }-benzamide; 

[3- (i-carbamoyl-3-methyl-butylamino) -1- (3 , 5-dif luoro- 
benzyl) -2 -hydroxy-propyl] -5-methyl-N' ,N' -dipropyl- 
isophthalamide ; 

N-{ [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propylcarbamoyl] -methyl } -4-methoxy-benzamide; 
N-{ [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propylcarbamoyl] -methyl} - 2 , 6-dif luoro-benzamide; 

N- [3 - (1-Carbamoyl-ethylamino) -1- (3 , 5-dif luoro-benzyl) -2- 
hydroxy-propyl] -5-methyl-N' ,N' -dipropyl-isophthalamide; 
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N- { [ 1 - ( 3 , 5 -Di fluoro -benzyl ) -3 - ( 3 - ethyl -benzyl amino ) - 2 - 
hydroxy-propylcarbamoyl] -methyl} -2, 6-dimethoxy-benzamide; 

2-{ tl- (3 # 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2- 
hydroxy-propylcarbamoyl] -methylsulf anyl}-N- (4-oxa2ol-5-yl- 
phenyl ) -acetamide; 

2- { [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propylcarbamoyl] -methylsulf anyl}-N- (5-methyl-isoxa2ol- 
3 -yl ) -acetamide; 

N- [1- (3, 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2-' 
hydroxy-propyl] -4-methanesulf onyl-benzenesulf onamide; ' 

2-Cyano-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -benzenesulf onamide; 

2-Chloro-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino ) -2 -hydroxy-propyl ] -4- trif luoromethoxy- 
benzenesulf onamide ; 

2-Chloro-N- [1- (3, 5-dif luoro-benzyl) -3- {3-ethyl- ' 
benzylamino ) -2 -hydroxy-propyl ] -6-methyl -benzenesulf onamide ; • 

5- Chloro-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -2-methoxy-ben2enesulf onamide; 

2- Chloro-4-cyano-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -benzenesulf onamide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] -2 -tri fluoromethyl -benzenesul f onamide ; 

4- [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propylsulfamoyl] -benzoic acid; 

6- Chloro-pyridine-3 -sulfonic acid [l-(3, 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy-propyl] -amide; 

N- [1- (3 , 5-Dif luoro-benzyl) - 3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2 , 5-bis- (2,2, 2-trif luoro-ethoxy) - 
benzenesulf onamide ; 

Pyridine-3 -sulfonic acid [1- (3, 5-dif luoro-benzyl) -3- (3- 
e thyl -benzylamino ) -2-hydroxy-propyl ] -amide ; 

N-{2-Chloro-4- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -.2-hydroxy-propylsulfamoyl] -phenyl} -acetamide; 

N- [1- (3 , 5-Difluoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2-trif luoromethoxy-benzenesulf onamide; 

N-{5- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propylsulfamoyl] -thiophen-2-ylmethyl}-benzamide; 

5- Chloro-3-methyl-benzo[b] thiophene-2-sulfonic acid [1- 
(3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy- 
propyl ] -amide ; 

N-{5- [1- (3 , 5-Difluoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propylsulf amoyl ] -4-methyl- thiazol-2 -yl } -acetamide; 

4-Chloro-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -benzenesulf onamide; 

3- Chloro-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -benzenesulf onamide; 

N- [1- (3 , 5-Difluoro-benzyl) -2-hydroxy-3- (3-methoxy- 
benzylamino) -propyl] -2-trif luoromethyl -benzenesulf onamide; 
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6~Chloro-pyridine-3-sulfoiiic acid [1- (3 , 5-dif luoro- 
benzyl) -2-hydroxy-3- O-methoxy-benzylamino) -propyl] -amide; 

Pyridine-3 -sulfonic acid [1- (3 , 5-dif luoro-benzyl) -2- 
hydroxy-3 - (3-methoxy-benzylainino) -propyl] -amide ; 

N- [1- (3 , 5-Dif luoro-benzyl) -2-lxydroxy-3- (3-methoxy- 
benzylamino) -propyl] -2-inethanesulfonyl-benzenesulf onaInide; 
3 , 5-Dichloro-N- [1- (3, 5 -dif luoro-benzyl) -2-hydro:c/-3- (3- 
metlioxy-benzylamino) -propyl] -benzenesulf onamide ; 

l,2-Dimet]iyl-lH-imidazole-4-sulfonic acid [l-(3,5- 
dif luoro-benzyl) -2-liydroxy-3- (3-metlioxy-benzylaitiino) -propyl] - 
amide; 

N- [1- (3, 5-Dif luoro-benzyl) -2-hydroxy-3- (3-methoxy- 
benzylamino) -propyl] -3 , 4-dimetlib3cy-benzenesulf onamide; 

2- (2,2, 2-Trif luoro-acetyl) -1,2,3, 4-tetralxydr6- 
.isoguinoline-7-sulf onic acid [1- (3 , 5-dif luoro-benzyl) -2- 
hydroxy-3- { 3 -me tlioxy-benzyl amino ) -propyl ] -amide ; 

5-Chloro-3-metliyl-benzo[b]tliiop]aene-2 -sulfonic acid [1- 
(3 , 5-dif luoro-benzyl) -2-liydroxy-3- (3 -me tlioxy-benzyl amino) - 
propyl] -amide;. 

3- {4- [1- (3, 5-Dif luoro-benzyl) -2-liydroxy-3- (3-metlio^- 
benzylamino) -propylsulfamoyl] -plienyl} -propionic acid methyl 
ester; 

3-Cliloro-N- [1- (3, 5-dif luoro-benzyl )-2-]iydroxy-3- (3- 
methoxy-benzylamino ) -propyl ] -benzenesulf onamide ; 

3- Cyano-N- [1- (3 , 5-dif luoro-benzyl) -2-liydroxy-3- (3- 
me tlioxy-benzyl amino) -propyl] -benzenesulf onamide ; 

Butane-l-sulf onic acid [1- (3 , 5-dif luoro-benzyl) -2- 
liydroxy-3- (3-methoxy-benzylamino) -propyl] -amide; 

N-{l-(3,5-Difluoro-ben2yl)-2-hydroxy-3-[ (1- 
methanesulf onyl-piperidin-4-ylmethyl) -amino] -propyl }-5-inetliyl- 
N* , N' -dipropyl-isophthalamide; 

N- t3-Benzenesulf onylamino-1- (3 , 5-dif luoro-benzyl) -2- 
hydroxy-propyl ] -5-methyl-N' ,N* -dipropyl-isophthalamide; 

N- [1- (3, 5-Dif luoro-benzyl) -2-hydroxy-3- (3-methoxy- 
benzoylamino) -propyl] -5-methyl-N' ,N' -dipropyl-isophthalamide; 

4- (3 , 5-Dif luoro-phenyl) -3- (2, 5-dimethyl-4-nitro-2H- 
pyrazol-3-ylamino) -1- (3-methoxy-benzylamino) -butan-2-ol; 

3- (2-Amino-7H-purin-6-ylamino) -4- (3 , 5-dif luoro-phenyl) -1- 
( 3 -methoxy-benzylamino ) -butan-2 -ol ; 

3- (4-Chloro-pyrimidin-2-ylamino) -4-.(3 , 5-dif luoro-phenyl) - 
1- (3-methoxy-benzylamino) -butan-2-ol; 

3- (2-Amino-6-methyl-pyrimidin-4-ylamino) -4- (3 , 5-difluoro- 
phenyl ) -1- (3-methoxy-benzylamino) -butan-2-ol ; 

3- (2-Chloro-6-methyl-pyrimidin-4-ylamino) -4- (3 , 5- 
dif luoro-phenyl) -1- (3-methoxy-benzylamino) -butan-2-ol; 

3- (2-Amino-6-chloro-pyrimidin-4-ylamino) -4- (3,. 5-dif luoro- 
phenyl) -1- {3-methoxy-benzylamino) -butan-2-ol; 

4- (3, 5-Dif luoro-phenyl) -1- {3-methoxy-benzylamino) -3- (1- 
phenyl-lH-tetrazol-5-ylamino) -butan-2-ol; 
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3- {2-Chloro-7H-piirin-'6-ylainino) -4- (3 , 5-dif luoro-phenyl) - 

1- {3-methoxy-benzylainino) -butan-2-ol ; 

4- (3 / 5-Dif luoro-phenyl) -1- (3-methoxy-benzylamino) -3- [9- 
(tetrahydro-pyran-2-yl) -9H-purin-6-ylainino] -butan-2-ol; 

3- [1- (3 , 5-Dif luoro-benzyl) -2-hydroxy-3- (3-inetho:Qr- 
benzylaitiino) -propylamine] -pyrazine-2-carbonitrile; 

4- (3, 5-Dif luoro-phenyl) -3- (4/ 6-dimethoxy- [1,3,5] triazin- 

2- ylainino) -1- (3-inethoxy-benzylamino) -butan-2-ol; 

2 - [1- (3 , 5-Difluoro -benzyl) -2 -hydroxy- 3- (3-methoxy- 
benzylamino ) -propylamine] -nicotinonitrile; 

4- (3, 5-Dif luoro-phenyl) -1- (3-metlioxy-benzylamino) -3- (7H- 
purin-6-ylainino) -butan"2-ol; 

3- (Benzothiazol-2-ylamino) -4- (3 , 5-dif luoro-plxenyl) -1- (3- 
metlioxy-benzylamino) -butan-2-ol; 

4- (3, 5-Dif luoro-plienyl) -1- (3-methoxy-benzylamino) -3- (2- 
plienyl-quinolin-4-ylamino) -butan-2-ol; 

6- [1- (3 , 5-Dif luoro-benzyl) -2-hydroxy-3- {3-methoxy- 
benzylamino) -propylamine] -nicotinonitrile; . . 

2 - [1- (3 , 5-Dif luore-benzyl) -2 -hydroxy- 3- (3-methexy- 
benzylaiaino) -propylamine] -nicotinic acid ethyl ester; 

4- (3, 5-Dif luoro-phenyl) -1- (3-methoxy-benzylamine) -3- (3- 
methyl-5-nitro-3H-imidazol-4-ylamino) -butan-2-ol; 

3- (Benzooxazol-2-ylamino) -4- (3 , 5 -dif luoro-phenyl) -1- (3- 
methoxy-benzyl amino) -butan-2-ol ; 

4- (3 , 5-Dif luoro-phenyl) -1- (3-methoxy-benzylamino) -3- 
(quinolin-4-ylamino) -butan-2-ol; 

4- (3, 5-Dif luoro-phenyl) -3- (5-ethyl-pyrimidin-2-ylamine) - 
1- (3-methoxy-benzylamino) -butan-2-ol; 

4- (3, 5-Dif luoro-phenyl) -1- (3-methoxy-benzylamino) -3- (4- 
trif luoromethyl-pyrimidin-2-ylamino) -butan-2-el; 

3- ( 6-Chloro-2-methylsulf anyl-5-phenyl-pyrimidin-4- 
ylamine) -4- (3 , 5-dif luoro-phenyl) -1- (3-methoxy-benzylamino) - 
butan-2-ol; 

3 - (3-Chloro-quinoxalin-2-ylamino) -4- (3, 5-dif luoro- 
phenyl) -1- (3-methoxy-benzylamino) -butan-2-dl; 

4- (3, 5-Dif luoro-phenyl) -1- (3-methoxy-benzylamino) -3- (8- 
tri f luoromethyl -quinolin-4 -ylamino ) -butan-2 -ol ; 

3- ( 6-Chloro-2 , 5-diphenyl-pyrimidin-4-ylamino) -4- (3,5- 
dif luoro-phenyl) -1- (3-methoxy-benzylamino) -butan-2-el; 

3- (3-Chloro-pyrazin-2 -ylamino) -4- (3 , 5-dif luoro-phenyl) -1- 
( 3 -methoxy-benzylamino ) -butan-2 -ol ; 

4- (3, 5-Dif luoro-phenyl) -1- (3-methoxy-benzylamino) -3- (5- 
trifluoromethyl-pyridin-2-ylamino) -butan-2-ol; 

4- (3, 5-Dif luoro-phenyl) -1- (3-methoxy-benzylamino) -3- 
( cfuinolin-2 -ylamino ) -butan-2 -ol ; 

3- (6-Chloro-pyrazin-2 -ylamino) -4- (3 , 5-dif luoro-phenyl) -1- 
( 3 -methoxyrbenzylainino) -butan-2 -ol; . . 
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4- (3 , 5-Dif luoro-phenyl) -1- {3-inetho3«y-benzylainino) -3- (3- 
nitro-pyridin-2-ylaitiino) -butan-2-ol; 

4- (3 , 5-Dif luoro-phenyl) -1- (3-methoxy-benzylainino) -3- 
(pyriinidin-2-ylamino) -butan-2-ol; 

4- (3 , 5-Dif luoro-phenyl) -1- (S-methoxy-benzylamino) -3- (2- 
phenyl-quinazolin-4-'ylamino) -butan-2-ol; 

N- [3- (N' -Acetyl -N-ethyl-hydrazino) -1 -benzyl -2 -hydroxy- 
propyl] -3-hydroxy-4- (pyrrolidine- 1-carbonyl) -benzamide; 

3- (4, 6-Diamino-[l,3,5) triazin-2-ylamino)-4-(3, 5-difluoro- 
phenyl) -1- (3-meth03cy-benzylainino) -butan-2-ol; 

5- Acetylamino-N- [1- (3 , 5-dif luoro-benzyl) -3- {3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -2 -hydroxy-benzamide; 

2- (2 , 5 -Dimethyl -pyrrol -1-yl) -thiophene-3-carboxylic acid 
[1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylaniino) -2 -hydroxy- 
propyl] -amide; _ 

N- {1- (3 , 5-Dif luoro-benzyl) -2 -hydroxy-3- [3- (3- 
hydroxymethyl-piperidine-l-carbonyl) -phenylamino] -propyl}-5- 
methyl-N' ,N' -dipropyl-isophthalamide; 
4-Phenyl- [1, 2, 3] thiadiazole-5-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 

N- [3- (3-Cyclohexyl-l-phenyl-propylamino) -1- (3 , 5-dif luoro- 
benzyl ) -2-hydroxy-propyl]r-5-Tmethyl-N* ,N'-dipropyl- 
isophthalamide ; 

2-Methanesulfonylamino-oxazole-4-carboxylic acid {1- 
benzyl-3" [N-ethyl-N* - (3-ethyl -benzoyl) -hydrazino] -2-hydroxy- 
pr opy 1 } - ami de ; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2- {2, 6 -dimethyl -phenoxy) -propionamide; 

2-Methanesulfonylamino-oxazole-4-carboxylic acid {1- 
benzyl-3- [N-ethyl-N* - (4-methyl-pentanoyl) -hydrazine] -2-hydroxy- 
propyl } -amide ; 

4- Acetylamino-l-methyl-lH-pyrrole-2-carboxylic acid [1- 
(3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy- 
propyl ] -amide; 

2-Ethyl-5-thiophen-2-yl-2H-pyrazole-3-carboxylic acid [1- 
"(•3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy- 
propyl ] -amide ; 

2-Methanesulfonylamino-oxazole-4-carboxylic acid [3- (N'- 
acetyl-N-ethyl -hydrazine) -l-benzyl-2-hydroxy-propyl] -amide; 

2-Methanesulfonylamino-oxazole-4-carboxylic acid [3- (N* - 
benzoyl -N-ethyl -hydrazine) -l-benzyl-2-hydroxy-propyl] -amide; 

6- Methyl-4-oxo-l-phenyl-l , 4-dihydro-pyridazine-3- 
carboxylic acid [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -amide; 

2-Methanesulfonylamino-thiazole-4-carboxylic acid {1- 
benzyl-3- [N-ethyl-N' - (3-ethyl -benzoyl) -hydrazine] -2-hydroxy- 
pr opy 1 } - amide ; 
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4- Methyl-2-phenyl-oxazole-5-carboxylic acid [1~(3,5- 
dif luoro-benzyl) -3- {3-ethyl-benzylaitiino) -2 -hydroxy-propyl] - 
amide; 

2-Methaiiesulfonylainino-thia2ole-4"Carboxylic acid [3-(N'- 
acetyl -N-ethyl-hydrazino) -1 -benzyl -2 -hydroxy-propyl] -amide; 

N- [1- (3,5-Difluoro-benzyl) -3- O-ethyl-benzylamino) -2- 
hydroxy-propyl] -2-pyridin-3-yl-benzamide; 

2-p-Tolyl-thia2ole-4-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

N-{1 -Benzyl -3- [N-ethyl-N' - (3 -ethyl -benzoyl) -hydrazine] -2- 
hydroxy-propyl}-2- [4- (2-oxo-pyrrolidin-l-yl) -phenyl] -acetamide; 

2-Phenoxymethyl-thiazole-4-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 

N- {l-Benzyl-3- [N-ethyl-N* - (4-methyl-pentanoyl ) - 
hydrazine] -2 -hydroxy-propyl} -2- [4- (2-oxo-pyrrolidin-l-yl) - 
phenyl] -acetamide; 

[l,2,5]Thiadiazole-3-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- {3-ethyl-benzylamino) -2 -hydroxy -propyl] -amide; 

N- [3- (N' -Acetyl -N-ethyl-hydrazino ) -l-benzyl-2 -hydroxy- 
propyl] -2- [4- (2-oxo-pyrrolidin-l-yl) -phenyl] -acetamide; 

2-m-Tolyl-thiazole-4-carboxylic acid [1- (3 > 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

N- [3- (N* -Benzoyl-N-ethyl-hydrazino) -1 -benzyl -2 -hydroxy- 
propyl] -2- [4- {2.-oxo-pyrrolidin-l-yl) -phenyl] -acetamide; 

2- (2-Chloro-phenyl) -thiazole-4-carboxylic acid [l-(3 , 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl ] - 
amide; 

N-{ l-Benzyl-3 - [N-ethyl-N' - (3 -ethyl -benzoyl) -hydrazine] -2- 
hydroxy-propyl}-3-hydroxy-4- (pyrrolidine-l-carbonyl) -benzamide; 

-N-^ [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] - 3 -phenyl- 2 - 1 e trazol - 1 -yl -propionamide ; 

N- {l-Benzyl-3 - [N-ethyl-N* - (4-methyl-pentanoyl ) - 
hydrazine] -2 -hydroxy-propyl } -3-hydroxy-4- (pyrrolidine-l- 
carbonyl ) -^benzamide ; 

,4-Chloro-7,7-dimethyl-7, 8-dihydro-5H-pyrano[4; 3- 
b]pyridine-2-carboxylic acid [1- (3 , 5-dif luoro-benzyl) -3- (3- 
ethyl-benzylamino) -2-hydroxy-propyl] -amide; 

2-Propyl-tetrahydro-pyran-4-carbo3cy'lic acid tl- (3 , 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy-propyl] - 
amide ; 

5- p-Tolyl-3 , 4-dihydro-2H-pyrazole-3-carboxylic acid [1- 
(3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy- 
propyl ] -amide ; 

2-Acetylamino-5-chloro-thiophene-3-carboxylic acid [1- 
(3 / 5-dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy- 
propyl ] -amide ; 
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4-(4-Methoxy-phenyl)-thiophene-2-carboxylic acid [l'(3,5- 
dif luoro-benzyl) -3- (B-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 

N- [1- (3 , 5 -Dif luoro-benzyl) -3- (3-ethyl-ben2ylamino) -2- 
hydroxy-propyl] -N' - (2-f luoro-S-methanesulf onyl-phenyl) - 
succinamide; 

1- (4-Fluoro-phenyl) -5-methyl-lH- [1,2,4] triazole-3- 
carboxylic acid [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-liydroxy-propyl] -amide; 

N- (2-Acetyl-thiophen-3-yl) -N' - [1- (3, 5-dif luoro-benzyl) -3 - 
(3-ethyl-benzylamino) -2 -hydroxy-propyl] -succinamide; 

6-Chl6ro-4-trifluorometliyl-pyridine-2-carboxy;ic acid [1- 
(3 , 5 -dif luoro-benzyl) -3- (3-etliyl-benzylamino) -2-liydroxy- 
propyl] -amide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2 - (5 , 7-dimetliyl- [1,2,4] triazolo [1,5- 
a]pyrimidin-2-yl) -acetamide; 

N- (l-Cyclopropyl-etiiyl) -N' - [1- (3 , 5-dif luoro-benzyl) -3- ( 3- 
ethyl-benzylamino) -2 -hydroxy-propyl] -N-phenyl -succinamide; 

[1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2- (3 , 4-dimethoxy-phenylsulf anyl) -acetamide; 

1- Methyl-5-oxo-2-pyridin-3-yl-pyrrolidine-3 -carboxylic 
acid [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -amide; 

4-Methoxy-thiophene-3 -carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

2 , 5-Dimethyl-l-pyridin-4-ylmethyl-lH-pyrrole-3-carboxylic 
acid [1- (3, 5-difluoro-benzyl) -3- (3-ethyl-benzylamino) -2- * 
hydroxy-propyl] -amide; 

2- Methyl-5-thiophen-2-yl-furan-3-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 

4- (4-Benzyl- [1 , 4] diazepan-l-yl) -N- [1- (3 , 5-dif luoro- 
benzyl) -3- {3-ethyl-benzylamino) -2 -hydroxy-propyl] -4-oxo- 
butyramide; 

2- (Benzo [1, 2 , 5] thiadiazol-4-yloxy) -N- [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -acetamide; 

3- Chloro-5-phenyl-isothiazole-4-carboxylic acid [l-{3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl ] - 
amide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] - 5 -phenyle thynyl -nicotinamide ; 

4, 7-Diraethoxy-benzofuran-5-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 

N-[l- (3, 5 -Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] - 3 -morpholin-4 -ylmethyl -benzamide ; 

2,2-Dimethyl-4-oxo-chroman-6-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 
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[1, 6]Naphthyridine-2-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3 -ethyl -benzyl amino) -2 -hydroxy-propyl] -amide; 

8-Cyano-4-hydroxy-quinoline-3-carbo3^1ic acid [l-(3,5- 
difluoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 

2-Pyridin-3-yl-thiazole-4-carboxylic acid [1- (3 , 5- 
difluoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 

5- Chloro-benzofuran-2-carboxylic acid [1- (3 , 5-difltioro- • 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

4-Dibenzofuran-2-yl-N- [l-(3, 5-difluoro-benzyl)-3- (3- 
ethyl-benzylamino) -2 -hydroxy-propyl] -4-oxo-butyramide; 

N-{ [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl carbamoyl ] -methyl } -nicotinamide ; 

4-tert-Butyl-N-{ [1- (3 , 5-dif luoro-benzyl) -3- {3-ethyl- 
benzylamino) -2 -hydroxy-propyl carbamoyl] -methyl }-benzamide; 

4-Chloro-N-{ [1- (3, 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propylcarbamoyl] -methyl }-benzamide; 

4-Chloro-6-methyl-guinoline-2-carboxylic acid [l-(3, 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide ; 

N- [1- (3 , 5 -Dif luoro-benzyl) -3- (S-ethyl-benzylalnino) -2- 
hydroxy-propyl]-2- (2/4-dihydroxy-thiazol-5-yl) -acetamide; 

2-Methyl-pyrimidine-5-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2- 
hydro3Qr-propy 1 ] -4 -piper idin- 1 -yl -benzamide ; 

4-Acetylamino-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) - 2 -hydroxy-propyl ]-benzamide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- " * 
hydro3Q^-propyl ] -4-methoxy-]3enzamide ; 

* 4-Methyl-oxazole-5-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

lH-lndole-5-carboxylic acid [1- (3 , 5-dif luoro-benzyl) -3- 
{ 3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

6- Chloro-lH-indole-2-carboxylic acid [1- (3, 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

2- (4-Chloro-2-oxo-benzothia2ol-3-yl) -N- [1- (3, 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -acetamide; 

Thiophene-3-carboxylic acid [1- (3, 5-dif luoro-benzyl) -3- 
( 3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

2-Methyl-oxazole-4-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) ^3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] -2 - ( l-oxy-pyridin-3 -yl ) -acetamide ; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2- 
hydroxy-propyl ] -2 -hydro3Qr-2-phenyl-2 - thiophen-2 -yl-acetamide ; 



-1096- 



wo 03/040096 




PCT/US02/36072 



6 -Hydr oxy-2 -methyl sul f anyl -pyr iitiidine ~ 4 - carboxylic ac i 
[1- (3 , 5-dif luoro-benzyl) -3- (S-ethyl-benzylamino) -2-hydroxy" 
propyl ] -amide; 

2 , 5-Dimethyl-f \iran-3-carboxylic acid [1- ( 3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy-propyl] -amide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2- . 
hydro>c/-propyl] -nicotinamide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2- 
hydroxy-propyl] -4- {3-methoxy-phenyl) -4-oxo-butyramide; 

4-Acetyl-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino ) -2 -hydroxy-propyl ] -benzamide ; 

N- [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] -4 -hydroxy-3 , 5 -dime thoxy-benzamide ; 

Puran-2-carboxylic acid [1- (3, 5-dif luoro-benzyl) -3- (3- 
ethyl -benzyl amino) -2-hydroxy-propyl] -amide; 

N- [1- (3, 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl ] -2 - ( 1 , 3 -dimethyl-2 , 6-dioxo-l ,2,3, 6- tetrahydro- 
purin-7-yl) -acetamide; 

4- Acetylamino-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2-hydroxy-propyl] -2, 6 -dimethyl -benzamide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl]-2-thiophen-2-yl-acetamide; 

. N- U- (3 , 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2- 
hydr oxy-propyl ]- 4 -oxo - 4 -phenyl -butyr amide ; 

lH-Indole-3-carboxylic acid [1- (3 , 5-dif luoro-benzyl) -3 - 
{3-ethyl-benzylaniih6) -2-hydroxy-propyl] -amide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydr oxy-propyl] -3- (1, 3-dioxo-l, 3-dihydro-isoindol-2-yl) - 
propionamide; 

3 -Benzo [1,3] dioxol -5-yl-N- [ 1- ( 3 , 5-dif luoro-benzyl ) -3 - ( 3 - 
ethyl -benzylamino ) -2-hydroxy-propyl ] -propionamide ; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-pr opyl ] -4 -morphol in- 4 -y 1 - 4 -oxo-butyr amide ; 

[2,3' ]Bithiophenyl-5-carbo3<ylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- {3-ethyl-benzylamino) -2-hydroxy-propyl] -amide; 

5- Methoxy-thiophene-2-carbo3Qrlic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy-propyl] -amide; 

4-Phenyl-thiophene-2-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy-propyl] -amide; 

2- (5-Benzo [1, 3] dioxol-5-yl-tetrazol-2-yl) -N- [1- (3 , 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy-propyl] - 
acetamide; 

2- (Benzothiazol-2-ylmethoxy) -N- [1- (3 , 5-dif luoro-benzyl) - 
3 - ( 3 -ethyl -benzylamino ) -2 -hydroxy-propyl ] -acetamide ; 

Pyrrolidine-l,2-dicarboxylic acid l-{ [1- (3, 5-dif luoro- 
benzyl) -3- {3-ethyl-benzylamino) -2-hydroxy-propyl] -amide} 2- 
phenylamide; 
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N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl~ben2ylainino) -2- 
hydroxy-propyl] -3- { 6-ethoxy-lH-benzoiiaidazol-2-yl) - 
propionamide ; 

N- [1- (3 , 5 --Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2- (3-met±iyl-2-oxo-2 , 3-dihydro-l>en2oiinidazol-l- 
yl ) -acetamide ; 

2-0x0-2 , 3-dihydro-benzooxazole-6-carboxylic acid [1- (3 , 5- 
dif luoro-benzyl) -3- (3-ethyl-benzylainino) -2 -hydroxy-propyl] - 
amide; 

Thieno [3, 2-c]pyridine-2-carboxylic acid [1- (3, 5-dif luoro- 
benzyl) -3- (3-etliyl-benzylamino) -2 -hydroxy-propyl] -amide; 

1- Methyl-lH-indole-3-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

Benzo [b] thiophene-3-carboxylic acid [1- (3 , 5-dif luoro- 
benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -amide; 

4-Oxy- 3 -propyl -pyrazine-2-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
amide; 

1, 1, 3-Trioxo-2,3-dihydro-lH-116-benzo [d] isothiazole-S- 
carboxylic acid [1- (3, 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -amide.; > 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2- { 7 -hydroxy-5 -methyl - [1,2,4] triazolo [1, 5- 
a]pyrimidin-2-ylsulfanyl) -acetamide; 

2- Hydroxy-6-methyl-quinoline-4-carboxylic acid [l-(3,5- 
dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2-hydro3Qr-propyl] - 
amide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2- (2-methyl-2 , 3-dihydro-benzofuran-5-yl) - 
propionamide ; 

3- {Benzooxazol-2-ylsulf anyl) -N- [1- (3 , 5-dif luoro-benzyl) - 
3- (3-ethyl-benzylamino) -2 -hydroxy-propyl] -propionamide; 

N- [1- (3 , 5-Dif luoro-benzyl) -3- (3-ethyl-benzylamino) -2- 
hydroxy-propyl] -2- (5-o-tolyl-tetrazol-2-yl) -acetamide; 

2-Chloro-N- [1- (3 , 5-dif luoro-benzyl) -3- (3-ethyl- 
benzylamino) -2 -hydroxy-propyl] -4-tetrazol-l-yl-benzaraide; 

N- (4-tert-Butyl-thiazol-2-yl) -N» - [1- (3 , 5-difluoro- 
benzyl) -3- (3-ethyl-benzylamino) -2-hydroxy--propyl] -succinamide; 

N- (S-Cyclopropyl- [1 , 3 , 4] thiadiazol-2-yl) -N ' - [1- (3 , 5- 
dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2 -hydroxy-propyl] - 
succinamide; 

2- (3-Chloro-pheno3Qr) -n- [1- (3 , 5-dif luoro-benzyl) -3- (3- 
ethyl-benzylamino) -2 -hydroxy-propyl] -propionamide; 

N- tl- ( 3 , 5-Dif luoro-benzyl) -3- {3-ethyl-benzylamino) -2- 
hydroxy-propyl] -3- {pyridin-4-ylmethylsulfanyl) -benzamide; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5-{ [ (2- 
hydroxyethyl) amino] sulf onyl} ~N^N^-dipropylisophthalamide; 
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N^- ( {1S,2R)-1- (3, 5-difluorobenzyl) -2-hydroxy-3-{ [ (2- 
isobutyl-1, 3-thia2ol-5-yl)methyl]aiiiino}propyl) -5-ethynyl-N^ 
dipropyl i sophthalamide ; 

N^-{ (lS,2R)-l-(3,5-difluoroben2yl)-2-hydroxy-3"[ (3- 
isopropylbenzyl ) amino ] propyl } -5-ethynyl-N^ , N^- 
dipropylisophthalamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) "2-hydroxy-3- [ (3- 
isopropylbenzyl ) amino ] propyl } -5- ( 1 , 3 -oxazol -2 -yl ) -N^ , N^- 
dipropylisophthalamide ; 

N^- { (IS , 2R) -1 - ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 - { I( 2 -hydroxy ^1 , 1 - 
dimethylethyl ) amino ] sulf onyl } -N^ , N^-dipropylisophthalamide ; 

N^-{ (1S,2R)-1- (3,5-difluprobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- {4-methyl-l, 3-oxazol-2- 
yl ) -N^ , N^-dipropyli sophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (2- 
isobutyl-1, 3-thiazol-5-yl)methyl] amino} propyl) -5- (1, 3-oxazol-2- 
yl ) -N^ , -dipropylisophthalamide ; 

N^-{ (1S,2R)-1- (3,5-difluordbenzyl)-3-[ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 5 - { [ ( 3 - 
hydroxypropyl) amino] sulf onyl}-N^,N^-dipropylisophthalamide; 

methyl [3- ( { [ (2R, 38) -4- (3 , 5-dif luorophenyl) -3- { {3- 
[ (dipropyl amino) carbonyl] -5-methylbenzoyl} amino) -2- 
hydroxybutyl ] amino } methyl ) phenyl ] me thylcarbamate ; 

- ( (IS, 2R) -1- (3v5-dif luorobenzyl) -3-{ [ (4R) -2 , 2-dioxido- 
3 , 4-dihydro-lH-2 , l-benzothiazin-4-yl] amino} -2 -hydroxypropyl) -5- 
methyl-N, N-dipropylisophthalamide 

N'- ( (is, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [ (4S) -2 , 2-dioxido- 
3 , 4-dihydro-lH-2 , l-benzothiazin-4-yl] amino} -2-hydroxypropyl) -5- 
methyl-N, N-dipropylisophthalamide 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3, 3 -dimethyl -N^,N^- 
dipropylcyclopropane-1 , 2-diccu:boxamide 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N^- (2 , 2-dimethylpropanoyl) - 
3- [ (i-propylbutyl) sulf onyl] -D-alaninamide 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , N^-dipropyl-5-pyrimidin- 
2 -y 1 i s ophthal ami de 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
propylbenzyl ) amino ] propyl } - 5 -methyl -N^ , N^- 
dipropyl i sophthalamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethynylbenzyl) amino] -2 -hydroxypropyl }-5-ethynyl-N^,N^- 
-dipropylisophthalamide; 

N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [ (3- 
isobutylisoxazol-5-yl)methyl] amino}propyl) -5-ethynyl-N^,N^- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 5 - 
[ (dimethylamino) sulf onyl] -N^,N^-dipropylisophthalamide; 
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N^-{ {IS. 2R) -1- (3 , 5-dif luorobenzyl) [ (3- 
e thylbenzyl ) aioino ] - 2 -hydr oxypr opyl } - 5 - ( 1 , 3 - oxa z ol - 2 -y 1 ) -N^ , - 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3 - ( 5--fomylthien-2- 
yl ) benzyl ] amino } -2 -hydroxypropyl ) -S-methyl-N^ , N^- 
dipropylisophthalamide ; 

5-bromo-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
t ( 3 -iodobenzyl )'amino ] propyl } -N^ , N^-dipropyli sophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydro3^ropyl}-5- ( { [ (IR) -2-hydroxy-l- 
methylethyl] amino} sulfonyl) -N^,N^-dipropylisophthalamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
isobutylbenzyl ) amino] propyl } -5-metliyl-N^ , N^- 
dipropylisoplithalamide ; 

N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [3- 
( tri fluoromethyl ) benzyl ] amino }propyl )- 5-etliynyl -N^ , N^- 
dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-3-{ [ (2R) -2- 
(metlioxymetliyl ) pyrrolidin-l-yl ] carbonyl } -5-methylbenzamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-liydroxypropyl } -5- ( { [ (IS) -2-hydroxy-l- 
methylethyl ] amino } sul f onyl ) -N^ , N^-dipropylisophthal amide ; 

N^-butyl-N^.{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5-methyl-N^- 
propylisoptithalamide ; 

NSN^-dibutyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-[ (3- 
. etliylbenzyl) amino] -2-liydro3Qrpropyl}-5-methylisoplithalamide; 

N^- { { IS ,-2R) - 1 - ( 3 , 5-di f luorobenzyl ) -2 -hydroxy- 3 - { [ 3 - ( 3 - 
hydroxyprop-1 -ynyl ) benzyl ] amino }propyl ) -5-methyl-N^ , N^- 
dipropyli sophthalamide ; 

N^- { ( IS , 2R) -1 - ( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydr 03Qnp propyl} -5- { [ (2S)-2- 
(hydroxymethyl ) pyrrolidin-l-yl ] sulfonyl } -N^ , N^- 
dipropylisophthalaitiide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3 - 1 (3- 
ethynylbenzyl) amino] -2-hydro3Qnpropyl}-5- (1, 3-oxazol-2-yl) -N^N^- 
dipropylisophthalamide ; 

N^- [ ( IS , 2R) -3 - { [ 3 - ( cyclopropylamino ) benzyl ] amino } -1- ( 3 , 5 - 
dif luorobenzyl ) -2 -hydroxypropyl ] -5-ethynyl-N^ , N^- 
dipropylisophthaiamide ; 

N^-{ (1S,2R) -1- (3, 5 -dif luorobenzyl) -2-hydroxy-3- [ (3-thien- 
3 -ylbenzyl ) amino ] propyl } -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3- 
( trif luorome thy 1) benzyl] amino'} propyl) -5- (1, 3-oxazol-2-yl) -N^,N^- 
dipropyli sophthalamide; . 

N'-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- (piperazin-l-ylsulf onyl) - 
, N^-dipropylisophthalamide ; 
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N^- ( (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3-{ [l-(3- 
iod<^enyl ) cyclopropyl ] amino }propyl ) -5 -methyl -n' , n'- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -3- [ (3-sec-butylbenzyl) amino] -1- (3,5- 
dif luorobenzyl ) -2 -hydroxypropyl] -5-methyl-ir , N - 
diprppylisophthalamide ; 

N*-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (3-methylisoxazol-4-yl) - 
, N^-dipropyli sophthalamide ; 

N^^ ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -2-hydroxy-3-{ [1- (3- 
isobutylisoxazol-5-yl) cyclopropyl] amino}propyl) -5- (1, 3-oxazol- 
2-yl) -n' , N^-dipropylisophthalamide ; 

N^-( (IS, 2R)-1- (3, 5-difluorobenzyl) -3- { tl- (3- 
ethylphenyl ) cyclopropyl ] amino} -2 -hydroxypropyl ) -5- ( 1 , 3-oxazol- 
2 -yl) -N* , N'-dipropylisophthalamide ; 

N*-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3-^ ^ 
ethylbenzyl) amino] -2-hydroxypropyl}-6-methyl-N ,N - 
dipropylpyridine-2 , 4-dicarboxamide; 

N^- (cyclopropylmethyl) -N'-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) - 
3 - [ (3 -ethylbenzyl) amino] -2-hydro:^ropyl}-5-methyl-N - 
propylisophthalamide ; 

N^-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl) amino]propyl}-5- (l,3-9xazol-2-yl) -N ,N - 
dipr opyl i s oph thai ami de ; 

N^-( (is, 2R)-1- (3, 5-difluorobenzyl) -3- {[1- (3- 
ethynylphenyl ) cyclopropyl] amino) -2 -hydroxypropyl ) -5- ( 1 . 3- 
oxazol-2 -yl ) -if , N'-dipropylisophthalamide ; 

5- (aminosulf onyl) -N^- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
[ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ N^- . 
dipropylisophthalamide ; 

N*- 1 (is, 2R) -1- (3 , 5-difluorobenzyl) -2-hydroxy-3- ( {3-[ (IZ) - 
prop-l-enyl ] benzyl } amino) propyl] -5-methyl-N' , N^- 
dipropyli sophthalamide ; 

N^-{ (is, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -N^N'-dipropyl-5- (IH- 
pyrazol-4-yl) isophthalamide; 

N^- ( (is, 2R) -1- (3 . 5-difluorobenzyl) -3- { [1- (3-ethylplienyl) - 
l-m:ethylethyl] amino} -2 -hydroxypropyl) -5-ethynyl-N^.,N'- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -3- [ (3-allylbenzyl) amino] -1- (3^, 5- 
dif luorobenzyl) -2 -hydroxypropyl] - 5 -methyl -N^,N^- 
dipropylisophthalamide ; 

N^-( (IS, 2R)-1- (3, 5-difluorobenzyl) -3-{[l- (3- ^ ^ 

ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) - 5 -methyl -N , N - 
dipropylisophthalamide; . 

N*- ( (IS, 2R) -1- (3 . 5-difluorobenzyl) -3- { [1- (3 -ethylphenyl )j^ 
1-methylethyl ] amino } -2 -hydroxypropyl ) -5- (1 , 3-oxazol-2-yl ) -N , " 
dipropylisophthalamide ; 



-1101- 



wo 03/040096 




PCT/US02/36072 



N^- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^-ethyl-5-methyl-N^- 
propyl! soph thalami de ; 

N^- [ (IS, 2R) -3-{ [3 - (cyclopropylamino) benzyl] amino}-!- (3,5- 
di f luorobenzyl ) -2 -liydroxypropyl ] - 5 -metliyl-N^ , N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-{ [1- (3- 
ethynylplienyl ) cyclopropyl ] amino} -2-hydroxypropyl ) -5-ethynyl- 
, N^-dipropylisophthalamide ; 

N^- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [1- (3- 
isobutylisoxazol-5-yl) cyclopropyl] amino}propyl) -5-metliyl-N^/N^- 
dipropylisoplitlialamide ; 

N^- ( (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3- ( 5-f orrayl-4- 
methyltliien-2-yl) benzyl] amino} -2 -liydroxypropyl) -5-metliyl-N^,N^- 
dipr opyl i soplitlialamide ; 

N^- [ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- ( {3- 
[ (metliylsulfonyl) amino] benzyl} amino) propyl] -5-metliyl-N^,N^- 
dipropylisoplithalamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
isopentylbenzyl ) amino] propyl } -5-methyl-N^, N^- 
dipropylisophthalainide ; 

N^- [ (IS, 2R) -3- [(1,1' -biphenyl-3-ylmethyl) amino] -1- (3 , 5- 
dif luorobenzyl) -2 -liydroxypropyl] -5 -methyl-N^,N^- ' 
dipr opyl i soph thai ami de ; 

N^- ( (is, 2R) -1- (3 , 5-dif luorobenzyl) ^3-{ [1- {3- 
ethynylphenyl) cyclopropyl] amino} -2-hydroxypropyl) -5-methyl- 
, N^-dipropylisophthalamide ; 

N^- { (is, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- ({ [2- 

(methylamino) ethyl] amino }sulfonyl) -N^,N^-dipropylisophthalamide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [1- (3- 
isobutylisoxazol-5-yl) cyclopropyl] amino}propyl) -5-ethynyl-N^,N^- 
dipropylisophthalamide ; 

N^,N^-diallyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5-methylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [1- (2- 
isobutyl-1, 3-thiazol-5-yl) cyclopropyl] amino} propyl) -5-methyl- 
, N^-dipropylisophthalamide ; 

N^-( (lS,2R)-l-(3,5-difluorobenzyl)-3-{ [1- (3-ethylphenyl) - 
1-methylethyl] amino} -2-hydroxypropyl) -5-methyl -N^,N^- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- I (3- 
e thylben zy 1 ) amino ] - 2 -hydroxypropyl } - 5 - { [ ( 2 - 
hydroxyethyl ) amino] sulfonyl } -N^-propylisophthalamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^, 5 -dimethyl -N^ - 
propylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-rN^- (phenylsulf onyl) -3- [ (1- 
propylbutyl ) sulfonyl ] alaninamide ; 
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N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^,N^-<iiethyl-5- (1, 3-oxazol 
2 -yl ) isophthalamide ; 

N^-[ {benzylainino)carbonyl]-N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- 1 (3-ethylbenzyl) amino] -2-hydroxypropyl}-3- 
[ { 1 -pr opylbutyl ) sul f onyl ] alaninamide ; 

N^-{ (1S,2R) -1- (3, 5--dif luorobenzyl) -2-hydroxy-3-[ {3- 
pyridin-3 -ylbenzyl ) amino] propyl } -5-methyl-N^ , N^- 
dipropylisophttialamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobjsnzyl) -3-{ [3- (3-formyl-2- 
f uryl ) benzyl ] amino } -2 -hydroxypropyl ) - 5 -me tliyl -N^ , N^- 
dipropylisophtlialamide ; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] --2-liydroxypropyl} -5- (l-metliyl-lH-imidazol-2- 
yl ) -N^ , N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ (3- 
etliylbenzyl ) amino] -2-hydroxypropyl } -N^ , N^-diethyl-5- 
methylisoplithalamide ; 

-N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3- 
( ethylsulf inyl ) benzyl ] amino} -2-liydroxypropyl ) -5-methyl-N^ , N^- 
dipr opy 1 i s oph tlial amide ; 

3-{ [butyl (etliyl) amino] sulf onyl }-N-{ (1S,2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -etliylbenzyl) amino] -2- 
hydf oxypr opy 1 } pr opanamide ; 

N^- [ (IS, 2R) -3- [ (3-cyanobenzyl) amino] -1- (3,5- 
dif luorobenzyl) -2-hydroxypropyl) -5-methyl-N\N^- 
dipropylisophtlialamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
et]lylbenzyl) amino] -2-liydroxypropyl}-3- [ (1- 
propylbutyl ) sul f onyl ] pr opanamide ; 

N^-{ (1S> 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N^-isobutyl-N^, 5- 
dimethylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
pyridin-2 -ylbenzyl ) amino ] propyl }- 5 -me thyl -N^ N^- 
dipropylisophthalamide ; 

N^- [ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- ( {3- 
[nethyl (methylsulf onyl ) amino] benzyl } amino) propyl] -5-methyl- 
, N^-dipropyl isophthalamide ; 

N^-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^- ( 3 -phenylpropanoyl ) -3 - 
[ ( 1-pr opylbutyl ) sulf onyl ] alaninamide trif luoroacetate ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- 
( ethylsulf onyl ) benzyl ] amino} -2-hydroxypropyl ) -5-methyl-N^ , N^- 
dipr opy 1 i s oph tha 1 ami de ; 

[ (5-chlorothien-2-yl) sulf onyl] -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- 1 (3-ethylbenzyl) amino] -2 -hydroxypropyl} -3- 
[ ( 1 -propylbuty 1 ) sul f onyl ] alaninamide ; 
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N^-[(lS,2R)-3-{[3-(5 -acetyl thien- 2 -yl ) benzyl ] amino } -1 - 
(3 , 5-dif luorobenzyl ) -2-hydroxypropyl] -5 -methyl -N^ , n^- 
dipropylisophthalamide ; 

(sec-butyl) -N^ - { (IS, 2R) -1« (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methylisophthalamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - (1 , 3 -oxa2ol-2 - 
yl)benzamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^, 5 -dimethyl -N^- (2- 
phenylethyl ) isophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3 - (3 , 5- 
dimethylisoxazol-4-yl ) benzyl ] amino} -2 -hydroxypropyl ) -5-methyl- 
, N^-dipropylisophthalamide ; 

N^-{ (1S,2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^, 5-dimethyl-N^-prop-2- 
ynylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-ethyl-N^ , 5- 
dimethyl isophthalamide ; 

3-({[(2R,3S)-4-(3,5-di f luorophenyl ) -3 - ( { 3 - 
[ (dipropylamino) carbonyl] -5-methylbenzoyl} amino) -2- 
hydroxybutyl ] amino }me thyl ) phenyl dimethylcarbamate ; 

N^-benzyl-N^-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^, 5- 
dimethylisophthalamide ; 

N^- (sec-butyl) -N^-{ (1S/2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl }-5-methyl-N^- 
propy 1 i soph thai amide ; 

N^- ( (is, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- { [3^(4- 
methylthien-2-yl)benzyl] amino}propyl) -S-methyl-N^^N^- 
dipropylisophthalamide ; 

methyl 3- ( { t (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 
I (dipropylamino) carbonyl] -5-methylbenzoyl} amino) -2- 
hydroxybuty 1 ] amino } methyl ) phenyl (methyl ) carbamate ; 

N^- ( (IS, 2R) -2-hydroxy-l- (2 , 3 , 5- trif luorobenzyl) -3-{ [3- 
(trif luoromethyl) benzyl] amino }propyl) -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2-hydro:QTpropyl}-N^, N^-diisobutyl-5- 
methylisophthalamide ; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl }-N^ , 5 -dimethyl -N^- (2-pyridin 
2 -ylethyl ) isophthalamide ; 

— N^-{ (1S,2R) -1^ (3-fluoro-5-hydroxybenzyl) -2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 5 -methyl -N^ , - 
dipropylisophthalamide ; 

N^- { ( IS , 2R) -1 - ( 3 -chloro-5 -f luorobenzyl ) -2 -hydroxy-3 - [ ( 3 - 
me thoxybenzyl ) amino 1 propyl } -N^ , -dipropylbenzene- 1 ,3,5- 
tricarboxamide ; 
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N-{ (1S,2R) -l-(3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl } -4 -hydro3c/-3 - (pyrrolidin-1- 
ylcarbonyl ) benzamide ; 

5-oxo-D-prolyl-N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- [ (1- 
propylbutyl ) sulf onyl ] alaninamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- 
{ [ ( trif luoromethyl) sulfonyl] amino }benzamide; 

N^-{ (1S,2R) -l-(3,5-difluorobenzyl)-2-hydroxy-3-[ (3- 
pyridin-4 -ylbenzyl ) amino ] propyl } -5-metliyl-N^ , N^- 
dipropylisophthalamide ; 

N^-[ (lS,2R)-l-(3,5-difluorobenzyl)-3-({3- 
[ (dimetliylamino) sulf onyl] benzyl} amino) -2-lxydroxypropyl] -5- 
methyl"N^ , N^-dipropylisoplithalamide ; 

N^-.{ (1S,2R) -1- (3, 5-difluorobenzyl) -2-liydroxy-3- [ {6- 
methoxy-l, 2, 3, 4-tetraliydronaplithalen-l-yl) amino] propyl} -5- 
metliyl-N^ / N^-dipropylisoplitlialamide ; 

N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -tiydroxypropyl } -N^- (phenylacetyl ) -3 - [ ( 1- 
propylbutyl ) sulfonyl ] alaninamide ; 

methyl 3- ( { [ {2R, 3S) -4- (3 , 5-dif luoroplienyl) -3- ( {3- 
[ (dipropylamino) carbonyl] -5-metliylbenzoyl}amino) -2- 
hydr oxybu tyl ] amino } methyl ) phenyl carbamate ; 

5-oxo-L-prolyl-N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- [ (1- 
propylbutyl ) sulfonyl ] alaninamide ; 

.N^-{ (1S,2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^-isobutyl-5- 
methylisophtlialamide ; 

4- ( { (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} amino) -4-oxo-3-{ [ (1- 
propylbuty 1 ) sul f onyl ] methyl } butanoic acid . trif luoroacetate ; 

N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } - 3- 
[methyl (methylsulf onyl ) amino ] benzamide ; 

N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^-ethyl-N^-isopropyl-5- 
methylisophtlialamide ; 

N^- [ (IS, 2R) -2-hydroxy-3- [ (3-methoxybenzyl) amino] -1- (thien- 
2 -ylmethyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxypropyl} -3 -{ [ (2- 
hydroxyethyl ) (propyl ) amino ] sul f onyl }propanamide ; 

N^-{ (1S,2R) -l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-isopropyl-N^, 5- 
dimethylisophthalamide ; 

N-{ (1S,2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2- [ (methylsulf onyl ) amino ] - 
1 , 3-thiazole-4-carboxamide ; 
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N^-allyl-N^-cyclopentyl-N^-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) cunino] -2-hydroxypropyl}-5- 
methyli sophthalatnide ; 

N« (3 - ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} amino) -3-oxO"2-{ [ (1- 
propylbutyl ) sul f onyl ] methyl } propyl ) benzamide ; 

N-{ (IS, 2R) -1" (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzy 1 ) amino ] - 2 -hydroxypr opyl } -3 - 
( isopentyl sul f onyl) propanamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3- (5- 
methyl thien-2 -yl ) benzyl ] amino }propyl ) - 5 -me thyl-N^ , N^- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (1- 
methylhexyl ) amino] propyl } -5-methyl-N^ , N^-dipropylisoplitlialamide; 

N^- [ (IS, 2R) -3-{ [1- (aminocarbonyl) cycloliexyl] amino}-!- (3,5- 
dif luorobenzyl ) -2 -liydroxypropyl ] -5-metliyl-N^ , N^- 
dipropylisoplit]ialamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (2E) -hex-2- 
enylamino ] -2 -hydroxypropyl } - 5-methyl-N^ , N^- 
dipropyli soplitlialamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-3-liydroxyisoxazole-5- 
carboxamide; 

N^-t (1S,2R) -1- (3, 5 -dif luorobenzyl) -3- ( {3- [ (IE) -hex-1- 
enyl ] benzyl } amino ) -2-hydroxypropyl ] -5-methyl-N^ , N^- 
dipropylisophthalainide; . 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydro3cypropyl } -N^-isopropyl-5- 
methylisophthalamide ; 

N^- [ (IS, 2R) -2-hydroxy-3- [ (3-methoxybenzyl) amino] -1- (thien- 
2 -ylmethyl) propyl] -N^,N^-dipropylbenzene-l, 3,5-tricarboxamide; 
2-[3- (2-amino-2-oxoethoxy)phenyl] -N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl } acetamide ; 

N^-{ (IS", 2R) -1- (3-bromobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (2- 
ethylhexyl ) amino] -2-hydroxypropyl } -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3- (6- 
methoxypyridin-3 -yl ) benzyl] amino}propyl ) -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3- (2, 4- 
dimethoxypyrimidin-5-yl)benzyl]amino}-2-hydroxypropyl) -5- 
methyl-N^ , N^-dipropylisophthalamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (2- 
ethylbutanoyl ) benzamide ; 
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N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3" [ .(4-hyclroxypiperidin-l- 
yl ) carbonyl ] -5-inethylbenzainide ; 

N^-{.(1S,.2R) -1- O-bromobenzyl) -2-hydroxy-3- 1 (3- 
methoa^benzyl ) aniino 1 propyl } -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

4' - [4-( { (1S,2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl) amino] propyl} amino) -4-oxobutanoyl] -1,1' -biplienyl-2- 
carboxamide; 

1- { 3 - [ ( { ( IS , 2R) -1- { 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}amino) carbonyl] -5- 
metliylbenzoyl ) -L-prolinamide ; 

N-{ {1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- [ (3-liydroxypiperidin-l- 
yl ) carbonyl ] -5 -methylbenzamide ; 

* " N^-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
■ hydroxy- 1-phenylpropyl ) amino] propyl } -5-metliyl-N^ , N^- 
diprppylisoplithalamide ; 

lsr^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N^- [2- 
(dimethylamino) ethyl] -N^-ethyl-5-methylisophthalamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -4-methyl-4H, 6H-pyrrolo [1 , 2- 
a] [4, l]benzoxazepine-4-carboxamide; ^ ... 

2- (5 -acetyl thien-2-yl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3 - [ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } acetamide ; 

N^-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } -N^ , - di i sopr opy 1 - 5 - 
methylisophthalamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [( 3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3- 
[ (methylsulfonyl) amino] benzamide; 

N-{ (IS, 2R)-l-{ 3, 5-dif luorobenzyl )-2-hydroxy-3-[ (3- 
iodobenzyl) amino] propyl} -2- [-4- {2-oxopyrrolidin-l- 
yl ) phenyl ] acetamide ; 

N-{ (1S,2R)-1- ( 3 -chloro-5-f luorobenzyl) -2-hydroxy-3- [ (3- 
me thoxybenzy 1 ) amino ] propyl } - 3 - 
[ ( dipropylamino ) sul f onyl ] pr opanamide ; 

N^- [ {1S,2R) -1- ( 3 -chloro-5-f luorobenzyl) -2-hydroxy-3- 
{ isopentylamino) propyl ] -N^ , N^-dipropylbenzene-1 , 3,5- 
tricarboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-1(3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 -{ [ ( 1 -methyl -IH-imidazol - 
4-yl) sulf onyl] amino} benzamide tri; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
(pentylamino ) propyl ] -5-methyl -N^ , N^-dipropylisophthalamide ; 

N^- { (IS, 2R) -1- (4- f luorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylbenzene-1 ,3,5- 
tr icarboxamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3-chloro-5-f luorobenzyl) -2- 
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hydroxypropyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-cyclohexyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydroxypropyl ) -N^- ethyl - 5 - 
methylisophthalamide ; 

2- { [ (2R/ 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 

[ (dipropylamino) carbonyl] -5-inethylbenzoyl}amino) -2- 
hydroxybutyl ] amino } ethyl 2 , 4-dif luorophenyl carbamate ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino 1-2 -hydroxypropyl} -3 -{ [ {2S) -2- 
(methoxymethyl ) pyrrolidin-l-yl] carbonyl } -S-methylbenzamide ; 

N^- [ (IS, 2R) -1- {3-bromobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2 , 8-dimethylquinoline-3- 
carboxamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (6- 
hydroxyhexyl ) amino ] propyl } -5 -methyl -N^ , N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -2-hydroxy-3-{ [ (2R) -2- 
hydroxypropyl] amino} propyl) -5-methyl-N^ ,N^- 
dipropylisophthalamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzy 1 ) amino ] propyl } - 3 - [ ( 1 - 
propylbutyl ) sul f pnyl ] propanamide ;. . 

,.N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- { [ (2-hydroxy-l, 1- 
dimethylethyl ) amino] sulf onyl }benzamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (4- 
phenylbutyl ) amino ] propyl } -5 -methyl -N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl) amino] propyl} -7- (IH-imidazol-l-yl) -5,6-' 
dihydronaphthalene-2 -carboxamide ; 

3- (acetylamino) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-4-methy Ibenzamide; 

N^- [ (IS, 2R) -3-{ [2- (aminosulfonyl) ethyl ] amino}-!- ( 3,5- 
dif luorobenzyl) -2-hydroxypropyl] - 5 -methyl -N^,N^ - 
dipropylisophthalamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [2- 
(ethylthio) ethyl] amino) -2-hydroxypropyl) -5-methyl-NSN^- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -3- [benzyl (cyanomethyl) amino] -1- (3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] - 5 -methyl -N^,N^- 
dipropylisophthalamide ; 

N^- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 1 (2- 
hydroxypropyl ) amino] propyl } -5-methyl-N^ , 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -3- [ {3-butoxypropyl) amino] -1- (3,5- 
dif luorobenzyl ) -2-hydro3<ypropyl] -5-methyl-N^ ,N^- 
dipropy li sophthalamide ; 
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N- { {IS, 2R) -1- {3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-{ [2- {2- 
hydroxyethyl ) piperidin-l-yl ] carbonyl } -S-methylbenzamide ; 

methyl [ (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 
[ (dipropyl amino) carbonyl] -5-methylbenzoyl}amino) -2- 
hydroxybutyl] -beta-alaninate ; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydro3^ropyl}-3- (l-liydroxy-2- 
propylpenty 1 ) benzamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- {3-c]iloro-5-f luorobenzyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylbenzene-1 ,3,5 - tricarboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- 
[ ( me tliyl sul f onyl ) amino ] butanamide f 

N^- [ (IS, 2R) -3-{ [3- (l-benzothien-2-yl) benzyl] amino}-!- (3 , 5- 
dif luorobenzyl) -2-liydroxypropyl] -5-m€thyl-N^,N^- 
dipropylisophthalamide ; 

3- (benzyloxy) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}isoxazole-5-carboxamide; 

2- { [ (benzyloxy) carbonyl] amino}-7- 

[ ( cyclopropylmethyl) amino] -1,2,4,5, 7-pentadeoxy-5- (3,5- 
dif luorobenzyl) -1- [ (1-propylbutyl) sulfonyl] -D-threo-liept-3- 
ulose trifluoroacetate; 

l-{3-[ {{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } amino) carbonyl ] -5- 
methylbenzoyl } -D-prolinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxypropyl} -5- (lH-pyrazol-1- 
yl ) pentanamide ; 

N-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl }-l- (2-furylmethyl) -5- 
oxopyrrolidine-3 -carboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (5- 
hydroxypen tyl ) amino ] propyl } - 5 -methyl -N^ , N^- ' 
dipropylisoplithalamide ; 

3- [ ({ (1S,.2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-[ (1- 
methyl-l-phenylethyl) amino] propyl} amino) sulfonyl] -N,N- 
dipropylbenzamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydro3<y-3- [ (3- 
methoxybenzyl ) amino] propyl } -N^ , N^-dipropylpiperidine-1 , 3 - 
dicarboxamide ; 

N^-{ (1S,2R) -l-(3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -N^ , N^-diethylpiperidine-1 , 3- 
dicarboxamide ; 

5-bromo-N^- ( (IS, 2R) -2-hydroxy-l- (pentaf luorobenzyl) -3- { [3 
( trif luoromethyl ) benzyl ] amino }propyl ) -N^ , N^- 
dipropylisophtlialamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- 
[ (methylsulf onyl) amino] benzamide; 
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N-{ (IS, 2R) -1- (S-bromobenzyl) -2-bydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - 
[ ( dipropylamino ) sulf onyl ] propanamide ; 

3- [ (dipropylamino) sulf onyl] -N- [ (1S,2R) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] -1- ( tliien-2 -ylmetliyl )propyl ] propanamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3t 
ethoxypropyl ) amino] -2-hydroxypropyl } -5-methyl-N^ , IJ^- 
dipropyli sophtlialamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (tliien-2- 
ylmetliyl ) propyl ] -5-methyl-N^ , N^-diprbpylisophtlialamide ; 

N- { ( IS , 2R) -1- { 3 , 5-dif luorobenzyl ) -3 - 1 ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2-hydro3^-4- 
(phenylsulf onyl ) butanamide ; 

N^- [ (IS, 2R) -1- (3, 5-dichlorobenzyl) -2-hydroxy-3- 
(isdpentylamino)propyl] -N^,N^-dipropylbenzene-l, 3, 5- 
tr i carboxamide ; 

N^- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3,3- 
dimethylbutyl) amino] -2-liydroxypropyl}-5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3-bromobenzyl) -2- 
liydroxypropyl] -N^ ,N^-dipropylbenzene-l , 3 , 5 -tri carboxamide ; 

N^- [ (IS, 2R) -1- (3-chloro-5-f luorobenzyl) -2-hydroxy-3- 
( isopentylamino) propyl] -B-metliyl-N^ , N^-dipropylisophthalamide; 

N^-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (.1,^3- 
diplienylpropyl) amino] -2-hydroxypropyl} -5-mithyl-N^,N^- 
dipropylisophthalamide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -1- 
(hydroxymethyl ) propyl ] amino }propyl ) -N^ , N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (3S) -2- 
oxoazepan- 3 -yl] amino} propyl) - 5 -methyl -N^,N^- 
dipropylisophtlialamide ; 

N^-cyclohexyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}pentanediamide; 

N^- [ (IS, 2R) -2-hydroxy-3- [ (3 -methoxybenzyl) amino] -1- (3- 
methylbenzyl ) propyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5 - tricarboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- t (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- [ ( 2 - 
propylpentyl) sulf onyl] -beta-alaninamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -3 - { 1 , 3 - thiazol -2 - 
yDbenzamide; 

N^- [ (IS, 2R) -1- (3 , 5-difluorobenzyl ) -2-hydroxy-3- ( {3- 
[methyl (phenyl) amino] propyl} amino) propyl] -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -2 -hydroxy- 3- [ (3 -methoxybenzyl) amino] -1- (4- 
methylbenzyl)propyl] -N^,N^-dipropylbenzene-l, 3 , 5 -tricarboxamide; 

N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl } -5-oxo-l- (thien-2- 
ylmethyl ) pyrrolidine-3 -carboxamide ; 
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4- [ (butyl thio) methyl ] -N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) - 
3- 1 (3-ethylbenzyl) aioino] -2-hydroxypropyl}-5-inethyl-2-furaniide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thy Ibenzyl ) amino ] - 2 -hydr oxypropyl } - 3 - { [ ( 2 - 

hydroxys thyl ) amino] sulf onyl}benzamide; 
N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 

lae thylcyclohe^Qrl ) amino ] propyl } - 5 -methyl -N^ , - 

dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- {2-oxo-l/ S-oxazolidin-S- 
yl ) benzamidei ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydro3Q^ropyl)-4- (lH-pyrrol-1- 
yl)benzamide; 

N-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydr oxypr opy 1 }-l, 3,4,5- 
tetrahydrothiopyrano [4 , 3-b] indole-8-carboxamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydr oxypropyl } -N^- [ 2 - 
{ tri f luorome thyl ) phenyl ] succinamide ; 

N^- [ (IS, 2R) -1- (3-bromobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -5 -methyl -N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4^ 5-dimethyl-2- (IH-pyrrol- 
1-yl) thiophene-3-carboxamide; • *• 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- 1 (2 , 3- 
dihydroxypropyl ) amino] -2-hydroxypropyl } -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3-{ [ (2S) -2- 
hydr oxypr opy 1 ] amino } propyl ) - 5 -methyl -N^ , - 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IR) -1- 
me thy Ipr opy 1] amino) propyl) -5-methyl-N^,N^- 
dipropylisophthalamide ; 

2- chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- • 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4- 

(methylsulf onyl ) benz amide ; 

N^-{ (is,2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (2- ' 
hydroxyethyl) amino] propyl } -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

3- [ (dipropylamino) sulfonyl] -N-{ (1S,2R) -2-hydroxy-l- (3- 
me thoxybenzyl ) - 3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } propanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 3 - 
{methyl [ (trif luorome thyl) sulfonyl] amino }benzamide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-hydroxy-6- (l-hydroxy-2 , 2 
dimethylpropyl ) pyr idine-2 -carboxamide ; 
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N^- [ (IS, 2R) -3- [ ( 1, 3-dicyclohexylpropyl) aioino] -1- (3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] -5 -methyl -N^^N'^- 
dipropylisophthalamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) ainino] -2-hydroxypropyl } -2 , 2 ' -bithiophene-5- 
caxboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) ainino] -2-hydro3OTropyl}-4- (IH-imidazol-l- 
yl ) butanamide ; 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 3 -dihydro3cy-N^- ( 4 - 
methoxyphenyl) succinamide; 

N^- [ (IS, 2R) -3- (benzylamino) -2 -hydroxy-- 1- (4- 
hydroxybenzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^- { ( 1 S , 2R) -2 -hydroxy-3 - [ ( 3 -methoxybenzyl ) amino ] -1- 1 3 - 
(trif luoromethyl) benzyl] propyl }-N^,N^-dipropylbenzene-l, 3 , 5- 
tr icarboxamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (thien-2- 
ylmetliyl ) propyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5- tricarboxamide ; 

N^- [(lS,2R)-3-{t2 - (aminocarbonyl) -lH-indol-6-yl] amino}-l- 
(3 , 5-dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- ( 3 -bromobenzyl) -2- 
hydroxypropyl ] -5-methyl -N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2- ( 1-oxo-l , 3-dihydro-2H- 
isoindol -2 -yl ) butanamide ; 

3-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] - 2 -hydroxypropyl } -4- 
(me thyl sul f onyl) thi ophene -2 - carboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (1- 
ethylpropyl ) amino] -2 -hydroxypropyl } -5-methyl-N^ , N^- 
dipropyl i sophthalamide ; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- (.{ [ (5R) -3-ethyl-2- 
oxo-1, 3-oxazolidin-5-yl]methyl}amino) -2 -hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisophthalamide ; 

N-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3 -[ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 -methyl - 7 - 
( trif liiorbmethyl ) pyrazolo [ 1 , 5-a] pyrimidine-2-carboxamide ; 

- N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl} -N^- [ (methyl thio) acetyl] -3- 1 ( 1- 
pr opylbutyl ) sul f ony 1 ] alaninamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (2, 3- 
dimethylcyclohexyl ) amino] -2 -hydroxypropyl } -5-methyl-N^ , N^- 
dipropyl i sophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl ) -4 , 5-dimethoxy-l- 
benzothiophene-2-carboxamide; 
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N^- [ (IS, 2R) -1- t3-f luoro-5- (trif luorome thy 1) benzyl] -2- 
hydro3Q^-3- (isopentylaxnino) propyl] -N^ , N^-dipropylbenzene-l, 3 , 5- 
tr i carboxamide ; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- ( { [ (5S) -3-ethyl-2- 
oxo-1, 3 -oxazolidin--5-yl] methyl) amino) -2-hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisophtlialamide ; 

N^-{ (1S,2R) -1- (l,3-benzodioxol-'5-ylmethyl) -2-hydroxy-3- 
[ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylbenzene-1 ,3,5- 
tr i carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3, 5-dioxo-l,2,4- 
tria2olidin-•4-yl) benzamide; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } - 2 -hydroxy- 3 - [ ( 3 - 
me thoxyphenyl ) sul f onyl ] propanamide ; 

.N^-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- [ (2- 
methylcyclohexy 1 ) amino ] propyl } - 5 -methyl -N^ , N^- 
dipropylisophthalamide ; 

N^-[(lS,2R)-3-[ (2-{4-[ (3- 
chlorobenzyl) oxy] phenyl} ethyl) amino] -1- (3 , 5-difluorobenzyl) -2- 
hydroxypropyl ] -5 -methyl -N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-hydroxy-4-oxo-4-thien-3- 
ylbutanamide ; 

N^-{ (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] -2-hydroxy-3- 
[ {3-methoxybenzyl) amino]propyl}-N^/N^-dipropylben2ene-l, 3, 5- 
t r i carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3 
ethylbenzyl) amino] -2-hydroxypropyl}-2-hydroxy-4-oxo-4- [3- 
( trif luorome thyl ) phenyl] butanamide ; 

N^-{ (1S,2R) -2-hydroxy-3- (isopentylamino) -l-[3- 
( tr i f luorome thoxy) benzyl ] propyl } -N^ , N^-dipropylbenzene-1 , 3,5- 
tricarboxamide ; 

N^-( (1S,2R)-1- (3, 5-difluorobenzyl) -2 -hydroxy-3-{ [1- 
(hydro3^ethyl) -3- (methylthio)propyl] amino}propyl) -5-methyl- 
, U^-dipropylisophthalamide ; 

2- ( lH-1 , 2 , 3 -benzotriazol-l-yl ) -N- { ( IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypr opyl } hexanamide ; 

N^-[ {1S,2R) -1- (3-fluoro-4-methylbenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
,tricar]30xamide ; 

N-{ (1S,2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 3 - ( 4 , 4 -dimethyl -2 , 5 - 
dioxoimidazolidin-l-yl) -2-{ [ (1- 
propylbutyl ) sul f onyl ] methyl } propanamide ; 

N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- 
{ [ (trif luorome thyl) sulf onyl] amino} butanamide; 
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N-{ (IS, 2R) -1- {3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (5-methyl-l, 3-dioxo-l, 3- 
dihydro-2H-isoindol-2-yl) acetamide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [1- 
(hydroxymethyl ) propyl ] amino }propyl ) -5-methyl-N^ , N^- 
dipr opyl i sophtha lamide ; 

N^^ [ (IS, 2R) -3- (benzylamino) -1- (3, 5-dichlorobenzyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide; 

N-{ (IS, 2R) -l-benzyl-2-hydro3c/-3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - { [ ( 2 - 
hydroxyethyl ) (propyl ) amino ] sul f onyl } propanamide ; 

5- (benzylthio) -N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} nicotinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etiiylbenzyl) amino] -2-liydroxypropyl} -lH-pyrazole-5-carboxamide; 

6"Chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -'2-hydroxypropyl} -3-methyl-2-oxo-2 , 3-dihydro- 
1, 3-benzoxazole-5-carboxamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
etliylbenzyl) amino] -2-]iydroxypropyl}-lH-benzimidazole-2- 
carboxamide; 

N^-{ (IS, 2R) -1- (cycloliexylmethyl) -2-liydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylbenzene-1 ,3,5- 
t r i carboxami de ; 

N- { (IS , 2R) - 1- { 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2-hydroxypropyl} -6-hydroxy-4 , 7-dimethoxy-l- 
benzof uran-5-carboxamide ; 

N^-'{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -liydroxy-3- [ (4- 
methylcyclohexyl ) amino] propyl } -5-metliyl-N^, N^- 
dipropylisophtlialamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl} [1,2,4] triazolo [4,3- 
a ] pyr i dine - 6 - c arboxami de ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2-hydroxy-4-oxo-4-thien-2- 
ylbutanamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3 , 5-dichlorobenzyl) -2- 
hydroxypropyl] -5-methyl-N^ N^-dipr opyl is ophthal amide; 

N-{ (lS,2R)-l-(3„5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- {2-hydroxy-5- 
methylphenyl ) -4-oxobutanamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-phenoxybenzamide; 

4-[ (aminocarbonyl)amino]-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } benzamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -1- 
(hydroxymethyl) -3- (methylthio)propyl] amino}propyl) -5-methyl- 
, N^-dipropylisophthalamide ; 



-1114- 



y/0 03/040096 




PCTAIS02/36072 



N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) ainino] -2-hydroxypropyl}-7-'hydroxy-4-oxochromane--2- 
carboxamide; 

N^-.{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3"{ [ (IS) -1- 
(hydroxymethyl) -3-methylbutyl] ainino }propyl) -5-inethyl-N^,N^- 
dipropylisophthalamide ; 

N^- { (1S,2R) -1- (3 , S-difluorobenzyl) -2-hydroxy-3-{ [ (IR) -1- 
(hydroxymethyl ) propyl ] ainino Ipropyl ) -N^ , N^- 
dipr opy 1 i sophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2--hydroxy-3- 1 (1-methyl- 
3-phenylpropyl) amino ] propyl } -5-methyl -N^ ,N^- 
dipropylisophthalamide ; 

N-{ (IS, 2R> -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] "2-hydroxypropyl}-2- {2, 3-dihydro-l- 
benzofuran-5-yl) -1, 3-thiazole-4-carboxainide; 

N^- { { IS , 2R) -1- [ 3 - (benzyloxy ) benzyl ] -2 -hydroxy-3 - [ ( 3 - 
inethoxybenzyl ) amino ] propyl } -5-methyl-N^ , N^- 
dipropy 1 i sophthalamide ; 

N-{(lS,2R)-l-(4-chlorobenzyl)-2-hydroxy«3-[ (3- 

laethoxybenzyl ) amino ] propyl } -3 - 

[ (dipropylamino) sulf onyl]propanamide; 
N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

ethylbenzyl ) amino ] - 2 -hydroxypropyl } -N^ -pentylmalonamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } -3 - 
(trif luoromethoxy) benzamide; 

3- [ (dipropylamino) sulfonyl] -N-{ (IS, 2R) -1- (3-fluoro-4- 
methylbenzyl) -2-hydroxy-3- [ (3- 
me thoxybenzy 1 ) ainino ] propyl } propanamide ; 

[ (1S,2R) -1- (3-chloro-5-fluorobenzyi) -2-hydroxy^3- 
(isopentylamino) propyl] -3- [ (dipropylamino) sulf onyl] propanamide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
€thylbenzyl) amino] -2 -hydroxypropyl} -3- (4, 4-dimethyl-2, 5- 
dioxoimidazolidin-l-yl) -2-{ [ (1- 
propylbutyl ) sul f onyl ] methyl }propanamide ; 

N^- [4- ( ace tylamino) phenyl ] -N*- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) ainino] -2- 
hydroxypropyl } succinamide ; 

3- (1-cyanoethyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } benzamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N*- (5-phenyl-l, 3, 4- 
thiadiazol-2-yl) succinamide; 

N^-{ (IS, 2R) -3- (benzylamino) -2-hydroxy-l - [3- 
( trif luorometho3Q^) benzyl ] propyl } -N^ , N^-dipropyll^enzene-l ,3,5- 
tricarboxamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [2- (2-oxo- 
2 -pyrrolidin-l-ylethoxy ) phenyl ] amino }propyl ) -5 -methyl -N^ , N^- 
dipropylisophtlialamide ; 
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N^- [ {IS, 2R) -1- {4-cliloroben2yl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N-{ (IS, 2R) "1- (3 , 5"dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 1 , 1- 
dioxidotetrahydrothien-2 -yl ) acetamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (4-chloroben2yl) -2- 
hydroxypropyl ] -5~methyl-N^ , N^-dipropylisophthalamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -S-hex-l-ynylnicotinamide ; 

N- [ (IS, 2R) -1- (3-bromobenzyl) -2-hydroxy-3- 

( isopentylamino) propyl] -3- [ (dipropylamino) sulf onyllpropanamidez- 
N-l (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 

ethyibenzyl ) amino] -2 -hydroxypropyl } -3-methoxyisoxazole-5- 

ccwrboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl 1 -2 , 3-dimethyl-lH-indole-7 - 
carboxamide; 

4 - (3-chlorophenyl) -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] - 2 -hydroxypropyl} -2 -hydroxy-4- 
oxobutanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (l-methyl-lH-indol-3-yl) - 
2 -oxoacetamide ; 

N^- [ (IS, 2R) -1- (3-fluoro-4-methylbenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -5 -methyl -N^ , N^-dipropylisophthalamide ; 

3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -2-hydroxy-3- [ (3- 
methoxybenzyl) amino] -1- (4-methylbenzyl)propyl]propanamide; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4-methylbenzyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5 -tricarboxamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyD.amino] -2-hydroxypropyl} -2- [5- (4-methylphenyl) -2H- 
tetraazol-2-yl] acetamide; 

N- { (IS, 2R) -1- (3 , 5-dichlorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzy 1 ) amino ] propyl } - 3 - 
[ ( dipropylamino ) sulf onyl ] propanamide ; 

N^- [ (IS, 2R) -2 -hydroxy-3- (isopentylamino) -1- (thien-2- 
ylmethyl) propyl] -N^,N^-dipropylbenzene-l, 3 , 5 -tricarboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-5-methyl-3 -phenylisoxazole- 
4 - carboxami de ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- ( 4- f luorobenzyl) -2- 
hydroxypropyl] -5-methyl-N^ ,N^-dipropylisophthalamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^- 
[ (methylsulf onyl) acetyl] -N^ -pen tylglycinamide; ■ • 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (lH-indol-3-yl) -4- 
oxobutanamide ; 
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N^- (5-benzyl-l,3,4-thiadiazol-2-yl)-N^-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) --3" [ {3-ethylbenzyl) amino] -2- 
hydroxypropyl } succinaitiide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (3-f luoro-4- 
methoxyphenyl ) -4-oxobutanamide ; 

ethyl 4- { [ (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 
[ (dipropyl amino) carbonyl] -5-methylbenzoyl}amino) -2- 
hydroxybutyl] amino}piperidine-l-carboxylate ; 

N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2^hydroxypropyl}-4- (2-f luorobenzoyl) -IH- 
pyrr ol e - 2 - c arboxami de ; 

[ (18/ 2R) -3- (benzylamino) -1- (4-clxlorobenzyl) -2- 
hydroxypropyl] -N^,N^-dipropylbenzene-l, 3 , 5-tricarboxamide; 

N^- { (IS, 2R) -2-liydroxy-3- (isopentyl amino) -1- [3- 
( tri f luoromethyl ) benzyl ] propyl } -N^ , N^-dipropylbenzene-1 / 3 , 5 
tr icarboxamide ; 

. N^- [ (IS, 2R) -2-hydroxy-l- (4~hydroxybenzyl) -3- 
( isopentylamino) propyl ] -■ 5-metliyl-N^ , N^-dipropylisophthalamide ; * 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (4-morpholin-4- 
ylpheny 1 ) acetamide ; 

3- [ (dipropylamino) sulfonyl]-N-{ (1S,2R) -2-hydroxy-3-[ (3- 
methoxybenzyl) amino] -1- [3- 
( trif luoromethoxy) benzyl ] propyl }propanamide ; 

-benzyl -N^- (l-cyclopropyletliyl) -N^-{ (IS, 2R) -1- (3 , 5- 
difluorobenzyl)-3-[ (3-ethylbenzyl)amino].-r2-. . 
hydroxypropyl } succinamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
metlioxybenzyl) amino] propyl) -3- (2, 5-dimethylbenzoyl) -5- 
metliylbenzamide ; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydro3OT>ropyl}-N^- (2-methoxy-5- 
methylphenyl ) succinamide ; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (3- 
hydroxyphenyl ) acetamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- [ (3- 
methoxybenzyl) amino] propyl} -3- [hydroxy (2 -methylphenyl) methyl ] - 
5 -methy Ibenzamide ; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ (3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- ( ethyl thio) nicotinamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
qthylbenzyl) amino] -2-hydro3«ypropyl}-4- [4-'(2-furoyl)piperazin-l 
yl] -4-oxobutanamide; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4-methylbenzyl) -2 
hydroxypropyl ] - 5 -methyl -N^ , -dipropyli sophthalamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -3 -oxoisoindoline-1- 
carboxamide; 
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N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydr oxypr opyl } -3 - ( ethyl thio ) benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } thieno [ 2 , 3 -b] quinoline-2 - 
carboxamide ; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl) amino] -2-hydroxyprppyl}-3- (4-methyl-l, 3-oxazol-2- 
yl) benzamide; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (4 -f luorobenzyl) -2- 
hydroxypropyl] -N^,N^-dipropylbenzene-l , 3 , 5 -tri carboxamide; 

N-{2- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl).amino] -2 -hydroxypropyl} amino) carbonyl ] phenyl }-N- 
me thy 1 "2 - f uramide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 2 -hydroxy- 4 - ( 3 - 
methoxyphenyl) -4-oxobutanamide; 

N^-[ (1S,2R) -3- (cycloheptyl amino) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-[ (1S,2R) -2-hydroxy-3- (isopentyl amino) -1- (4- 
methylbenzyl) propyl] -N^ ,N^-dipropylbenzene-l , 3 , 5-tricarboxamide; 

1 3-[ (dipropylamino)sulfonyl]-N-{ (IS, 2R) -1- {3-f luoro-5- 
hydroxybenzyl ) -2 -hydroxy- 3- [ (3- 
methoxylDenzyl ) amino ] propyl }propanamide ; 

3- [ (dipropyl amino) sulfonyl] -N-{ (1S,2R) -1- (3-f luoro-5- 
hydroxybenzy 1 ) - 2 -hydroxy- 3 - [ ( 3 - 
me thoxybenzyl ) amino ] propyl } pr opanami de ; 

N- { (IS , 2R) -1- (3 5-dif luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl ) amino ] -2 -hydroxyparopyl } - 5 -hydroxy-lH-indole-2 - 
carboxamide; 

N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl) amino] -2-hydro3Qrpropyl}-2 , 2-dimethylchromane-8- 
carboxamide; 

6-ben2yl-N-{ (IS, 2K) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}pyrazine-2-carboxamide 4- 
oxide; 

2-{ [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } amino ) carbonyl ] amino } -N , N- 
dipropylethanesulf onamide ; 

N^-( (1S,2R)-1- (3, 5-dif luorobenzyl) -2 -hydroxy-3 -{ [ (IR)-l- 
(hydroxymethyl) -2-methylpropyl] amino}propyl) -5-methyl-N^,N^- 
dipropyli sophthalamide ; 

N- [ (IS, 2R) -3- (benzylamino) -1- (3-chloro-5-f luorobenzyl) -2- 
hydroxypropyl] -3- [ (dipropylamino) sulf onyl]propanamide; 

N-{ (..IS, 2R) -1- (3, 5-dif luorobenzyl) -3- t ( 3- 
ethylbenzyl) amino] -2-hydro3Q^ropyl}-4- (4-raethoxyphenyl) -4- 
oxobutanamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
hydroxybenzyl ) propyl ] -N^ , N^-dipropylbenzene-1 , 3,5- 
tricarboxamide ; 



-1118- 



wo 03/040096 



PCT/US02/36072 



N- { { IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ ( 3 - 
ethylbenzyl ) aniino] -2-hycaroxypropyl } -3 -methyl-4-oxo-3 , 4- 
dihydrophthalazine-l-carboxamide; ' 

N-{ (IS, 2R) -1^(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3 , 4-dihydro-2H-l , 5- 
benzodioxepine-7-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2- [4- {2, 5-dioxopyrrolidin- 
l-yl)phenoxy] acetamide; 

N-{ {IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etllylbenzyl) amino] -2-liydroxypropyl}-5-methyl-4-oxo-3 , 4- 
diliydrotliieno [2 , 3-d]pyrimidine-6-carboxamide;. . 

N^- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -2-hydroxy-3- 
( isopentylamino ) propyl ]. -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide; • - 

N^-:{ (IS, 2R)-l-(3-chloro-5-f luorobenzyl) -2-hydroxy-3-[ (3- 
methoxybenzy 1 ) amino ] propyl } -N^ , N^-dipr opylpenteuaediamide ; 

N-{ (1S,2R) -l-( 3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-6-f luoro-2- 
liydroxyguinoline-4-carboxamide ; 

N-{ {1S,.2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
e tliy Ibenzy i ) amino ] - 2 -iiy dr oxypr opy 1 } - 4 -oxo - 4 - tlxi en- 2 - 
ylbutanamide ; 

N^- [ ( { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-liydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } amino ) carbonyl ] -N^ , N^-dipropyl-beta- 
alaninamide; 

N^-{ (IR, 2R) -2-hydroxy-3- [ (3-metlioxybenzyl) amino] -1- 
[ (plienyl thio ) metliyl ] propyl } -N^ , N^-dipropylbenzene-1 , 3,5- 
tricarboxamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- { [ (IR, 2S) - 
1- (txydroxymethyl) - 2 -me ttiylbutyl] amino} propyl) -5-methyl-N^,N^- ' 
dipropylisophthalamide ; 

. ^.N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
etliylbenzyl) amino] -2-hydroxypropyl} -2- (phenoxymetliyl)benzamide; 

N^-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -liydr oxypropyl } -N^- (2,4- 
dif luorophenyl ) pen tanedi amide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etlxylbenzyl ) amino] -2 -liydroxypropyl } -N^- ( 4 , 6-dimetliylpyrimidin- 
2 -yl ) pen tanedi amide ; 

N-{ (IS, 2R) -1- ( 3, 5-dif luorobenzyl) -2 -hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -3- (3-methoxybenzoyl) -5- 
methylbenzamide ; 

N^-{ (IS, 2R) -1- [3- (benzyl oxy) benzyl] -2-]iydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -N^ , N^-dipropylbenzene-1 , 3 , 5- 
tricarboxamide ; 

4- (3 , 4-diclilorophenyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl} -4-oxobutanamide; 
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methyl 4-{ {2R, 3R) -2- ( {3- [ (dipropylamino) carbonyl] -5- 
methylbenzoyl } amino ) -3 -hydroxy-4- [ ( 3 - 
methoxybenzyl ) amino] butyl }ben2oate ; 

N^- (4-acetylphenyl) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2"liycaroxypropyl}pentanediamide; 

N^-{ (IR, 2R) -2-liydroxy-3- [ (3-metlioxyben2yl) amino] -1- 
[ (plienylthio ) methyl ] propyl } -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

2"{ [3- {{{IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}amino) -3-oxopropyl] thio}-N- 
metliylbenzamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } - 3 - [ ( 1 -propylbu tyl ) thio ] pr opanamide ; 

N^- { { IS. 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^- (4- 
ethoxyphenyl ) succinamide ; 

N^- [ (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] -2-hydroxy-3 - 
(isopentylamino) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

2- { [ {2R, 3S) -4- (3 , 5-difluorophenyl) -3- ( {3- 

[ (dipropylamino) carbonyl] -5-methylbenzoyl}amino) -2- 
hydroxybutyl ] amino } ethyl 3 -me thoxyphenylcarbamate ; 

3- (benzyloxy) -N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl }benzamide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -2- 
hydroxy-l-methylethyl] amino}propyl) -5-methyl-N^,N^- 
dipropyli sophthalamide ; 

N^- { (IS, 2R) -2-hydroxy-l- (pen taf luorobenzyl) -3-{ [3- 
( trif luoromethyl ) benzyl ] amino }propyl ) -5-methyl-N^ , N^- 
dipropyli sophthalamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (4-hydroxyphenyl) -4- 
oxobutanamide ; 

3-[ (dipropylamino) sulfonyl]-N-{ (IS, 2R) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] -1- [3- 
( trif luoromethyl ) benzyl ] propyl }pr opanamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} - 3- (piper idin-3- 
ylsulf onyl ) benzamide ; 

6-chloro-N-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydro3Q^ropyl } -4-hydroxyguinoline-2- 
carboxamide; 

N^- [ (IS, 2R) -2-hydroxy-3- [ (3 -methoxybenzyl) amino] -1- ( thien- 
2 -ylme thyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- ( (IS) -l-{ (IR) -l-hydroxy-2- [ (3- 
methoxybenzyl ) amino ] ethyl } -3 -methylbutyl ) -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (6-oxo-3-phenylpyrida2in- 
l ( 6H ) -yl ) acetamide ; 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- {4- 
[ {methylsulfonyl)amino]phenyl}propanainide; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
methylbenzyl ) propyl ] -5-methyl-N^ , N^-dipropyl isophthalamide ; 

3- (2-chlorophenoxy) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3~ [ ( 3 -iodobenzyl) amino] propyl }propanamide; 

N^- [ (IS, 2R) -1- (4-f luorobenzyl) -2-hydro3q^-3- 

( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 

tricarboxamide ; 

Structure possibly contains peptides wliicli are not 

supported in current version!; 

1 N-{ (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] -2-liydroxy- 

3 - [ ( 3 -me thoxybenzyl ) amino ] propyl } -3 - 

[ (dipropyl amino) sulf onylJpropanamide^- 
N-C (1S,2R)-1- (3,5-difluorobenzyl)-3'-[ (3- 

ethylbenzyl) amino] -2-laydroxypropyl}-4- (4-methylphenyl) -4- 

oxobutanamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino ] -2 -hydroxypropyl } -N^- [ 3 - 
( tr if luoromethyl ) phenyl ] succinamide ; 

N^-{ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -2-hydroxy-3- 
[ ( 3 -me thoxybenzy 1 ) amino ] propyl } - 5 -methyl -N^ , - 
dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (5-pyridin-2-yl-2H- 
tetraazol-2-yl) acetamide; 

Structure possibly contains peptides which are not 
supported in current version ! ; 

3-[ (dipropylamino)sulfonyl]-N-[ (lS,2R)-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] - 1 - ( 3 -me thylbenzyl ) propyl ] propanamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }isoxazole-5-carboxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl} -2- (3,5- 
dimethoxyphenoxy) acetamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (2 , 5 -dimethyl -IH-pyrrol- 
1-yl ) - 3 -hydroxybenzamide ; 

N^-{ (IS, 2R) -1- (3-bromobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^ , N^-dipr opylpentanediandde ; 

N^- [5- <cyclopentylmethyl) -1,3, 4-thiadiazol-2-yl] -N*- 
{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ ( 3 -ethylbenzyl) amino] -2- 
hydroxypropyl } succinamide ; 

N^-{ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- [3- 
( tri f luoromethyl ) benzyl ] propyl } -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl) amino] -2 -hydroxypropyl} -2- (3-oxo-l, 2- 
benzisothiazol-2 (3H) -yl) acetamide ; 
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N^-( (1S,2R) -1- (3,5-difluorobenzyl) -2-hydroxy-3-{ [1-methyl 
5- (pyrrolidin-l-ylcarbonyl) -lH-pyrrol-3-yl] ainino}propyl) -5- 
methyl-N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3cypropyl}-4- (3 , 4-dif luorophenyl) -4- 
oxobutaixamide ; 

.N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-4- (2-naplithyl) -4- 
oxobutanamide ; 

N- { ( IS , 2R) -1- { 3 , 5-dif luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl ) amino] -2-liydroxypropyl 1 -4 , 6-dietlioxypyridine-2 - 
carboxamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (5-methyl-lH-pyrrol-2- 
yl ) -4-oxobutanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl.}-3- ( { [2- 
(methylamino ) ethyl ] amino } sul f onyl) benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -liydroxy-3r [ (3- 
methoxybenzyl) amino] propyl} -3 -metliyl-5- (4- 
methylbenzoyl ) benzamide ; 

N^-[ (1S,2R) -1- (l,3-benzodioxol-5-ylmethyl) -3- 
(benzylamino) -2-hydroxypropyl] -5-metliyl-N^,N^- 
dipropylisoplithalamide ; 

N- { ( 1 S , 2 R ) - 1 - ( 3 , 5 - di f luor obenzy 1 ) - 3 - [ ( 3 - 
etliylbenzyl) amino] -2-hydroxypropyl} -3- (piperazin-1- 
ylsulf onyl ) benzamide; 

N^- [ ( IS , 2R) -3 - ( { 2 - [ 4 - ( aminosulf onyl ) phenyl ] ethyl } amino ) -] 
(3 , 5-dif luorobenzyl) -2-hydroxypropyl I -5-methyl-N\N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [2- 
hydroxy-1- (hydroxymethyl) ethyl] amino}propyl ) -5-methyl-N^N^- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -1- (4-f luoro-3-methylbenzyl) -2-hydroxy-3- 
(isopentylamino) propyl] -N^,N^-dipropylbenzene-l, 3 , 5- 
tricarboxamide ; 
N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- (3-oxo-2, 1- 
benzisothiazol-1 (3H) -yDpropanamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (2 , e-dihydroxypyrimidin- 
4-yl) acetamide; 

N^-{ (IS, 2R) -2-hydroxy-3- [ (3-methoxybenzyl) amino] -1- [3- 
( trif luoromethyl ) benzyl ] propyl } -N^ , N^-dipropylpentanediamide ; 

N-[ (1S,2R) -3- (benzylamino)— 2rhydroxy-l-(4- 
hydr oxybenzyl ) propyl ] - 3 - [ ( dipropylamino ) sul f onyl ] propanamide ; 

N- { ( IS , 2R) -1- ( 3 , 5 -dif luorobenzyl ) -3 - I ( 3 - 
ethylbenzyl) amino] -2-hydro3e/propyl}-4- (3 , 4-dif luorophenyl) -2- 
methyl-4-oxobutanamide ; 

N^-{ (1S,2R)-1- (3, 5 -dif luorobenzyl) -3- [ (3- 
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ethylbenzyl) amino] -2-hydroxypropyl}-N^- (2-pyridin-2- 
ylethyl ) pentanediamide ; 

N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ {3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [2- (4-f luorcphenyl) -1, 3- 
benzoxazol~5-yl] acetamide; 

N^- (anilinocarbonyl) -N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- 
t (3 -ethylbenzyl) amino] -2-hydroxypropyl}glycinamide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - { 1 , 3 -dithian-2 -yl ) -3 - 
furamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-2- [2-oxo-2- 
(propylamino ) ethyl ] benzamide ; 

N- [ (IS, 2R) -3- (benzylamino) -1- ( 3 -br omobenzyl ) -2- 
hydroxypropyl] -3- [ (dipropyl amino) sulf onyl]propanamide; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl ) -2-hydroxy-3- 1 (3- 
iodobenzyl ) amino ] propyl } - 3 - ( 2 - f luor ophenyl.) propanamide ; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [( 3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5 -methyl thiophene-2 - 
carboxamide; 

2- [4- (benzyloxy) phenyl] -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl } acetamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 2 - [ ( 5 , 7 - 
dimethyl [1,2,4] triazolo[4, 3 -a] pyrimidin-3-yl) thio] acetamide; 

N^- (l-acetyl-2, 3-dihydro-lH-indol-7-yl) -N^-{ (1S,2R) -1- 
(3, 5 -di'f luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } succinamide ; 

N^- (3-acetylphenyl) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2 -hydroxypropyl} pentanediamide ; 

3- (4-chlorophenoxy) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 - ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 -hydroxypropanamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4-methoxybenzyl) - 
2 -hydroxypropyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N^-t (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methylbenzyl > propyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxyp3^opyl}-lH-indole-7 -carboxamide; 

N^- t (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (3- 
methylbenzyl ) propyl] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydro>Q^ropyl} -4- (1,2, 3-thiadiazol-4- 
yl) benzamide; 

N-{ (1S,2R) -1- [3- (benzyloxy) -5-f luorobenzyl] -2 -hydroxy-3- 

t ( 3 -me thoxybenzyl ) amino ] propyl } - 3 - 

[ (dipropylamino) sulf onyl] propanamide; 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ O'- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (4,4-dimethyl-2, 5- 
dioxoimidazolidin-l-yl) -2-{ [ (1- 
propylbutyl ) sulf onyl ] methyl }propanamide ; 

N^- [ (IS, 2R) "2 -hydroxy- 3- (isopentylamino) -1- (4- 
methy Ibenzyl ) propyl ] - 5 -methyl -N^ , N^-dipr opy 1 i s ophthalamide ; 

N^- { (IS, 2R) -3- (benzylamino) -1- [3-f luoro-5- 
( trif luoromethyl ) benzyl] -2-hydroxypropyl } -5-methyl-N^ , N^- 
dipropyl isophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- [l-methyl-3- (methylthio) - 
lH-indol-2-yl] acetamide; 

N^- [ (IS, 2R) -1- (3 , 5-dichlorobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -5 -methyl -N^ , N^-dipropylisophthalamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [{ 3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (2-furyl) -4- 
oxobutanamide ; 

• N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- (3-pyridin-2-yl-l,2, 4- 
oxadiazol-5-yl) propanamide ; 

2- [2-(acetylamino) -1 , 3-thia2ol-4-yl] -N-{ (IS, 2R) -1- (3 , 5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
- hydroxypr opyl } acetamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- [ (4-methyl-4H-l, 2,4- 
triazol-3-yl) thio] - 2 -phenyl acetamide ; 

N^-[ (lS,2R)-l-(4-chlorobenzyl)-2-hydroxy-3- 
( isopentylamino ) propyl] -5-methyl-N^vN^-dipropylisophthalamide;' 

4- (1, 3-benzothiazol-2-yl) -N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ ( 3 -e thy Ibenzyl) amino] -2- 
hydroxypropyl }butanamide ; 

. N^- (3-chloro-4-fluorophenyl) -N^-{ (1S,2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } succinamide ; 

N^- [ (IS, 2R) -1- [3 - (benzyloxy) -5-f luorobenzyl] -2-hydroxy-3- 
( isopentylamino) propyl] -5 -methyl -N^ , -dipropyl isophthalamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- [ (2-oxo-2, 3- 
dihydroQ[uinazolin-4-yl) thio] acetamide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } - 3 -methyl- 5- ( 2 - . 
methylbenzoy 1 ) benzamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
methy Ibenzyl ) propyl] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3cypropyl}-4-propoxybenzamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-methyl-lH-indole-2- 
carboxamide; 
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5-chloro-N-{ (lS,2R)-l-{3,5-difluorobenzyl)"3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (3-inethyl-4H-l, 2, 4- 
triazol-4-yl)benzamide; 

N--{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydro3«ypropyl}-4- (3,4-difluorophenyl) -2- 
methoxy-4-oxobutanamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (3-thien-2-yl-lH-pyrazol- 
1-yl) acetamide; 

. N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ {3- 
ethylbenzyl ) amino] -2-liydroxypropyl } -N^-plienylpentanediamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
etlaylbenzyl) amino] -2-hydroxypropyl}-2- (2-thioxo-l, 3- 
benzotliiazol-3 (2H) -yl) acetamide; 

N^- [ (IS, 2R) ^3- (benzylamino) -1- (cyclohexylmetliyl) -2- 
liydroxypropyl ] -5-methyl-N^ , N^-dipropylisoplitlialamide ; 

N^-{ (lS,2R)-2-hydroxy-l-(4-methoxybenzyl)-3-[ (3- 
methoxybenzyl) amino ]propyl}-N^,N^-dipropylbenzene-l, 3 , 5- 
tricarboxamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylben2yl) amino] -2-hydroxypropyl}-2- (3-]iydroxy-4- 
methylphenyl ) acetamide ; 

N^- [ (IS, 2R) -1- [3 -fluoro-5- (trifluorometliyl) benzyl] -2- 
liydroxy-3- (isopentylamino) propyl] -5-metliyl-N^,N^- 
dipropylisoplithalamide ; 

N-{(lS,2R)-l-(3,5-di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl} - 7-f luoro-4H-imidazo [5, 1- 
c] [l,4]benzoxazine-3-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) aitiino] -2-hydroxypropyl}-4- (3 , 4-dihydro-2H-l, 5- 
benzodioxepin-7 -yl ) -4-oxobutanamide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl} -l-ben2ofuran-3-carboxamide; 
N^- (3 , 4-dichlorophenyl) -N^-{ (1S,2R)-1- (3,5- 

dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 

hydroxypropyi }malonamide ; 

N^-{ (IS, 2R) -3- (benzylamino) -1- [3-f luoro-5- 
( tr i f luoromethyl ) benzyl ] -2 -hydroxypropyl } -N^ , N^-dipropylbenzene- 
1,3, 5-tricarboxamide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- { [ (IR) -2- 
hydroxy-l-methylethyl] amino}propyl) - 5 -methyl -N^, N^- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methylbenzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [( 3- 
ethylbenzyl) amino] -2-hydro3OTropyl}-N^-pyridin-3- 
ylpentanedi amide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methyl-4-oxo-4H-c]iromene- 
6 - carboxamide ; 



-1125- 



wo 03/040096 



PCTAJS02/36072 



N^- { (IS, 2R) -1- (3, 5-difluorobenzyl} -2-hydroxy-3-{ [3- (IH- 
imidazol-l-yl ) propyl ] amino }propyl ) -S-methyl-N^ , N^- 
dipropylisophthalamide ; 

3- [ (dipropylamino) sulfonyl] -N-{ (IS, 2R) -1- [3-f luoro-S- 
( trifluoromethyl) benzyl ] -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl }propanamide ; 

3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -2-hydroxy-l- (4- 
liydroxybenzyl ) -3 - ( isopentylamino ) propyl ] propanamide ; 

N^- [ (IS, 2R) -1- (1, 3-ben20dioxol-5-ylmetliyl) -2-hydroxy«3- 
(isopentylamino ) propyl ] -5-methyl -N^ , N^-dipropylisoplithalamide ; 

3- [ (dipropylamino) sulfonyl] -N- t (IS, 2R) -2-liydroxy-3- 
( isopentylamino) -1- ( tlaien-2-ylmethyl) propyl] propanamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ {3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 4- [ ( 2 , 2 - 
dimethylpropanoyl ) amino] -'2-hydroxyben2amide ; ' 

N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (3- 
metlaoxybehzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophtlialamide ; 

N-( (lS,2R)-lT:(4-fluorobenzyl)-2-]iydroxy-3-{[3- . _ 

(trifluoromethyl) benzyl] amino)propyl) -3- { [ (3- 
metlioxybenzyl ) amino] sulfonyl }benzamide ; 

N^-{ (IS, 2R) -2"hydroxy"3- (isopentylamino) -1- [3- 
( trif luoromethyl ) benzyl ] propyl } -5-methyl-N^ , N^- 
dipropyli sophtlialamide ; 

N- [6- ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl }amino) -6-oxohexyl] -2- 
f uramide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-2- [ (l-plienyl-4, 5-diliydro- 
lH-tetraazol-5-yl ) thio] acetamide; 

4- acetyl-4-amino-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- I (3- 
ethylbenzyl) amino] -2-liydroxypropyl}cycloliexa-l,'5-diene-l- 
sulfonamide; 

N- ( (IS, 2S) -l-benzyl-2-liydroxy-3-{ [3- 
(trifluoromethyl) benzyl] amino}propyl) -3- { [ (3- 
methdxybenzyl ) amino] sulfonyl }benzamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3 , 4-dihydro-2H-chromen- 
6-yl ) -4-oxobutanamide ; 

N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (3- 
methoxybenzyl ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N^-{ (IS, 2R) -1- (3-fluoro-4-methylbenzyl)-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylpentanediamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 (3- 
etliylbenzyl) amino] -2-liydroxypropyl}indolizine-2-carboxamide; 

N^-{ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- [3- 
( tr i f luorome thoxy ) benzyl ] propyl } - 5 -me tlxyl -N"* , - 
dipropyl i soplitlialamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-liydroxypropyl }nicotinainide 1-oxide ; 
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N- [ {IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] -2-hydroxy-3- 
(isopentylamino) propyl] - 3^ [ { dipropylaioino ) sulf onyl]propanam±de; 
2- ( { (IS, 2R) -1- ( 3 , 5-dif luorobenzyl) -2-hydroxy-3- [ {3- 
iodobenzyl) amino] propyl} amino) -2-oxoetliyl carbamate; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e tliylbenzyl ) amino ] -2 -liydroxyprppyl } -2 , 3 -diliydro-lH- 
cyclopenta [b] quinoline-9-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-lxydro3«ypropyl} -3-methyl-lH-pyfazole-5- 
carboxamide; 
N- [ 5- ( { ( IS , 2R) -1- { 3 , 5-dif luorobenzyl ) -3 - [ ( 3- 

etiiylbenzyl ) amino] -2 -liydroxypropyl } amino ) -5- 

oxopentyllbenzamide; , 

N-{ (IS., 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

etliylbenzyl ) amino ] -2 -hydroxypropyl } -4 - 

t (methoxymetliyl) tllio]benzamide; 
3- (1, 3-benzotliiazol-2-yl) -N-{ (IS, 2R) -1- (3, 5- 

dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2 -liydroxypropyl} -3- 

metiioxypropanamide ; 

N-{ (IS, 2R) -l-<3 , 5-dif luorobenzyl) -3- [ (3- 

etliylbenzyl ) amino ] -2 -liydroxypropyl } -3 - 

{ [ (methylamino) carbonyl] amino}-3-thien-3-ylpropanamide; 

N-{(lS,2R)-l-(3,5 -di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-5-pyridin-2-yltliiophene-2- 
carboxamide; 

N^-{ (IS, 2R) -3- (benzylamino) -1- [3- (benzyloxy) -5- ' 
f luorobenzyl ] -2 -hydroxypropyl } -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2- ( 5 , 6-dimethyl-2 , 4-dioxo- 
1,2, 3, 4-tetrahydropyridin-3-yl)acetamide; 

N^- [ (IS, 2R) -1- (3-f luoro-4-methoxybenzyl) -2-hydroxy-3- 
(isopentylamino)propyl]-5-methyl-N^,N^-dipropylisophtlialamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - isobutyl-1 , 3 - 
dioxoisoindoline-5-carboxamide; 

3- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] - 2 -hydroxypropyl } amino) sulf onyl] benzoic acid; 

5- (acetylamino) -N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzy 1 ) amino ] -2-hydroxypropyl}-2-furamide; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- [ (4- 
methoxyphenyl ) acetyl ] glycinamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}isoquinoline-4-carboxamide; 

N^- 1 (IS, 2R) -1- [3- (benzyloxy ) benzyl] -2 -hydroxy-3- 
(isopentylamino) propyl] -N^,N^-dipropylbenzene-l, 3 , 5- 
tricarboxamide ; 

N-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3 -[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- {A'iiy6roxy-3- 



-1127- 



wo 03/040096 



PCT/US02/36072 



me thoxyphenyl ) acetamide ; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ (3 - 
ethylbenzyl) amino] -2-hydroxypropyl} -2- [ (4-phenyl-4H-l, 2 , 4- 
triazol-3-yl) thio] acetamide; 

N-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3o/propyl}-2- (3,5- 
dime thoxyphenyl ) acetamide ; 

N^- [ (IS, 2R)'-3- (benzylamino) -2-hydroxy-l- (3- 
methoxybenzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2-ethyl-4H- 
[1,2,4] triazolo [1, 5-a]benzimidazol-4-yl) acetamide; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (2-f\irylmethyl) -2- 
hydroxypropyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

7-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1-benzof uran-2 -carboxamide ; 

. N-{ (IS, 2R)"1- (3, 5-dif luorobenzyl) -3- [(3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (1, 3-dioxo-l , 3-dihydro- 
2H-isoindol-2-yl) propanamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydros^^ropyl } -3 - ( 2-oxo-2H-l , 3 -benzoxazin- 
3 ( 4H) -yl ) propanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (pyrimidin-2- 
ylthio) acetamide; 

N^-[3-(aminocarbonyl)-4,5,6,7-tetra[hydro-l-benzothien-2- ... 

yl] -N*-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } succinamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- ' 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [ (5-phenyl-l, 3, 4- 
oxadiazol-2-yl) thio] acetamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } quinol ine- 6 - carboxamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (2-furylmethyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ (3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2, 3-dihydro-l, 4- 
benzodioxin-6-yl) -4-oxobutanamide; 

N-{ (IS, 2R)-l-( 3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- (lH-indol-3-yl) -IH- 
pyr a z o 1 e - 5 - c a r boxami de ; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} - 2 -hydroxy-4- 
{ [ (me thylamino ) carbonothioyl ] amino } benzamide ; 

6-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} nicotinamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4-'( 3-hydroxyphenyl ) -4- 
oxobu tanami de ; 
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N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (phthalazin-l- 
ylthio) acetamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [ (l-oxidopyridin-2- 
yl) thio] acetamide; 

3- (acetylamino) -N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ ( 3- 
etliylbenzyl ) amino] -2-hydroxypropyl} -5-f luoro-lH-indole-2- 
carboxamide; 

N-( (lS,2S)-l-benzyl-2-hydroxy-3"{ [3- 
(trifluorometliyl)benzyl]amino}propyl) -3-{ [ (3- 
clilorobenzyl ) amino ] sulf onyl }benzamide ; 

N^- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -3- 
(benzylamino) -2-hydroxypropyl] -N^ , N^-dipropylbenzene-1, 3 , 5- 
tricarboxaihide ; 

4- (3 , 4-dichlorophenyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3- [ ( 3 -ethylbenzyl) amino] -2-liydroxypropyl} -2 -liydroxy-3-methyl-4'- 
oxobutanamide ; 

3- [ (dipropyl amino) sulf onyl] -N-{ (IS, 2R) -2-hydroxy-3- 
( i sopen ty lamino ) - 1 - [ 3 - 

( trif luoromethoxy ) benzyl ] propyl }propanamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N*- ( 5-methyl-l ,3,4- 
thiadiazol-2-yl) succinamide; 

N-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3 -[ (3- 
..ethylbenzyl) amino] -2-hydroxypropyl }r2- (2-ethyl-lH-benzimidazol- 
1-yl ) acetamide ; 

N-{ (1S,2R) -1- {l,3-benzodioxol-5-ylmethyl) -2-hydroxy-3- 
t ( 3 -methoxybenzyl ) amino ] propyl } - 3 - 
t ( dipropy lamino ) sul f onyl ] propanamide ; 

• N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- {2-oxo-l, 3-benzoxazol- 
3 ( 2H) -yl ) propanamide ; 

N-[ (1S,2R) -1- (3,5-dichlorobenzyl)-2-hydroxy-3- 
( i sopen tylamino ) propyl ] - 3 - [ ( dipr opylamino ) sul f onyl ] propanamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydro3Q^ropyl}-N^- (6-methylpyridin-2- 
yl ) succinamide ; 

ethyl (4R) -4- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} amino) carbonyl] -1 , 3- 
oxazolidine-3 -carboxylate ; 

N-{ (IR, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -3 -glycylbenzamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (l-methyl-lH-imidazol-2- 
yl)benzamide; 

4- (acetylamino) -N-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } butanamide tri f luoroacetate ; 
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N^-{ (1S,2R) -1- (3,5-difluorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydro3cypropyl}-N^-{ [ (3S) -tetrahydrofuran- 
3-yloxy] carbonyl) -D-leucinamide; 

N-{(lS,2R)-l"(3,5-di f luorobenzy 1 ) - 3 - t ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-3- (pyrrolidin-3- 
y 1 sul f onyl ) benzamide ; 

N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3~ [ (3- 
methoxybenzyl ) amino ] propyl } -3- [ (dipropyl amino ) metliyl ] benzamide ; 

N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- { [ (IR) -1- 
(hydroxymethyl) - 3 -me thy Ibutyl] amino) propyl) -5 -methyl -N^N^- 
dipropylisophthalamicie ; 

N^- [ (IS, 2R) -3- [tert-butyl (cyclohexyl ) amino] -1- (3,5- 
dif luorobenzyl ) -2 -hydroxypropyl] -5-methyl-N^ , N^- 
dipr opyl i sophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -1- 
(hydroxymethyl) -2 , 2-dimethylpropyl] amino }propyl ) -5-me thy 1-N^N^ 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- ( { [ (2R) -1- 
ethylpyrrolidin-2-yl] methyl} amino) -2 -hydroxypropyl] -5-methyl- 
, N'^-dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- (dimethylamino) - 
2 , 2-dimethylpropyl] amino} -2 -hydroxypropyl) -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [2- 
(diisopropyl amino ) ethyl ] amino} -2 -hydroxypropyl ) -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N^- { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-{ [ (1-ethylpyrrolidin 
2-yl)iiiethyl] amino}-2-hydroxypropyl) -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^- [ (lSv2R) -3- [ (l-benzylpyrrolidin-3-yl) amino] -1- (3,5- 
di f luorobenzyl ) - 2 -hydroxypropyl ] - 5 -me thy l.-N^ , - 
dipropylisophthalamide ; 

N^-{ {1S,2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
pyrrolidin- 1-y Ipropy 1 ) amino ] propyl } - 5 -methyl -N^ , N^- 
dipropyl i sophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3- 
{dimethylamino)propyl]amino}-2-hydroxypropyl) -S-methyl-N^N^- 
dipropyl i sophthalamide ; 

N^- t ( IS , 2R) - 3 - { 1 2 - ( acetylamino ) ethyl ] amino } - 1 - ( 3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] - 5 -methyl -N^,N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [2- (6-oxo 
1, 4, 5, 6-tetrahydropyridazin-3-yl)phenyl] amino}propyl) -5-methyl 
, N^-dipropylisophthalamide ; 

N^-. [ ( IS , 2R) -3- [7-chloro-l- (2-hydroxy-3 -methoxyphenyl) -3 , 4 
dihydroisoquinolin-2 (IH) -yl] -1- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] -5-methyl -N^ , N^-dipropylisophthalamide ; 

N^- [ (IS, 2R) -3-{ [4- (l-cyanocyclopentyl)phenyl]amino}-l- 
(3 , 5-dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^,N^- 
dipropyli soph thalami de ; 
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N^- [-(IS, 2R) -3- ( {4- [4- (acetylainino)phenoxy] phenyl} amino) -1 
(3 , 5-dif luorobenzyl) -2-hydroxypropyl] -5-inethyl-N^,N^- 
dipropylisophthalamide ; 

N^-[ (lS,2R)-3-[ {4-ben2oyl-2,3-dimethylphenyl)amino]-l- 
(3 , 5-dif luorobenzyl) -2-hydro3^ropyl] -5--methyl-N^,N^- 
dipropyl i sophthalamide ; 

N^- [ (IS, 2R) -3- [ (2-ainino-2-oxo-l-phenylethyl) amino] -1- (3,5 
dif luorobenzyl) "2-hydroxypropyl] -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{4~[(l^ . . 
methyl- IH-imidazol -2 -yl ) methyl ] piperazin-l-yl }propyl ) -5-methyl 
, N^-dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- [3 , 5-bis (trifluoromethyl) benzyl] -2 -hydroxy- 
3-{ [3- (trif luoromethyl) benzyl] amino }propyl) -5-methyl-N^,N^- 
dipropylisophthalamide; 

( IS , 2R) -N^- [ 2 - ( ter t-butyl thio ) ethyl ] -N^- { ( IS , 2R) -1- ( 3 , 5 - 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}cyclopropane-l , 2-dicarboxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4 , 5-dihydronaphtho [2,1- 
d] isoxazole-3-carboxamide; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-methyl-lH- 
benzo [g] indazole-3-carboxamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -2-me thyl-1, 3-thiazole-4- 
carboxamide ; 

N- { ( 1 S , 2R) - 1 - ( 3 , 5 -di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2-hydroxypropyl } -4-methoxy-lH-pyrrole-3 - 
carboxamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } - 9-oxo-l ,2,3,9- 
tetrahydrocyclopenta [b] chromene-7 -carboxamide; 

N-niS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 

ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 2 -oxo-2 , 3 -dihydro-lH- 

benzimidazol-5-yl) acetamide; 
N-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ { 3 - 

ethylbenzyl) amino] -2 -hydroxypropyl} -2- (2-oxo-2, 3-dihydro-l, 3- 

benzoxazol-5-yl ) acetamide; 

, ... 2 - [ 2 - ( 1 , 3 -benzoxazol -2 -yl ) phenoxy ] -N- {(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } ace tami de ; 

5-chloro-N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-2-morpholin-4-ylbenzamide; 

3- (3-chloroisoxazol-5-yl) -N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl }propanamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4- ( 6-methoxy-l , 1 ' -biphenyl- 
3 -yl ) -4 -oxobutanamide ; 
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4- (l-benzof;iran-2-yl) -N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) - 
3- [ (S-ethylbenzyl) amino] -2-hydroxypropyl}-4-oxobutanaiaide; 

N- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2-hydroxypropyl } -2-oxo-l ,2,3,4- 
tetrahydroquinoline-3-carboxaiiiide ; 

2- {l-benzofuran-2-yl ) -N- { { IS, 2R) -1- (3 , 5-dif luorobenzyl ) - 
3_ [ (3-etliylbenzyl) amino] -2-liydroxypropyl}-2-metliylpropanamide; 

N- { (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
etllylbenzyl) amino] -2-hydroxypropyl}-6-metlioxy-l-benzofuran-2- 
carboxamide ; 

N- { (IS, 2R) -1" (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [4- (lH-pyrrol-1- 
yl ) phenyl ] propanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2 -liydroxypropyl } -IH-imidazo [ 1 , 2 -b] pyrazole- 
6 -carboxamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [ (4-methyl-l, 3-thiazol-2- 
yl ) thio ] acetamide ; 

N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methoxy-4- 
(methylthio) benzamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -2-hydroxy-4- 
(propionylamino ) benzamide ; 

. N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- . 
ethylbenzyl ) amino ] -2 -hydr oxypr opyl }-6-{[(4- 
methylphenyl) sulfonyl] amino) - 4-oxohexanamide; 
N-{ (1S,2R) -1- (3, 5 -dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -lH-benzimidazole-5- 
carboxamide; 

N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypr opyl } -2 -methyl-2 - ( 1-oxo-l , 3 - 
dihydro-2H-isoindol-2-yl ) propanamide ; 

7- (acetylamino) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2 -methylquinoline-5- 
carboxamide ; 

N^- (tert-butoxycarbonyl) -N^- { (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl} -b- 
alaninamide; 

N- { ( IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} - 3 -hydroxy- 3- 
propylhexanamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-phenyl-2- (lH-pyrrol-1- 
yl) acetamide; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -l-methyl-5-phenyl-lH- 
pyrazole-3 -carboxamide; 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2 - {3-oxo-2 , 3-dihydro-lH- 
isoindol-l-yl) acetamide; 

4 - [2 - (acetylamino) -4, 5-dimethylphenyl] -N-{ (IS, 2R) -1- {3 , 5- 
difluorobenssyl) -3- t (3 -ethylbenzyl) amino] -2-hydroxypropyl}-4- 
oxobutanamide ; 

6- chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliyl]:>enzyl) amino] -2-hydroxypropyl}pyrazine-2-carboxainide 4- 
oxide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-6-methoxypyrazine-2- 
carboxaiciide 4-oxide; 

2- (IH, 1 • H-2 , 2 ' -biimidazol-l-yl) -N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 
hydroxypropyl } acetamide ; 

5-chloro-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2 , 3-dihydro-l-benzofuran-7- 
carboxamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- ([1,2,4] triazolo[4, 3- 
b]pyridazin-6-ylthio) acetamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
Qthylbenzyl) amino] -2-hydroxypropyl}-5-methyl-l-pyridin-4-yl-lH- 
1,2, 3-triazole-4-carboxamide; 

2-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 4 -oxo-3 , 4 - 
dihydroguinazoline-6-carboxamide ; , 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (7-nietho3Qr-l-benzofuran- 
2 -yl ) -4-oxobutanamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [ (2-ethyl-l-oxo-2,3- 
dihydro-lH-isoindol-5-yl ) oxy] propanamide; 

. N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethyll>enzyl) amino] -2 -hydroxypropyl }pyrazine-2-carboxamide 4- 
oxidef 

7- chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

e thylbenzyl ) amino ] -2 -hydroxypropyl } quinol ine- 2 -carboxamide ; 

2-cyano-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-3- (3 , 4-dimethoxyphenyl) -2- 
methylpropanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethyll>enzyl) amino] -2 -hydroxypropyl} -2 -hydroxy- 5 - 
(propionylamino ) benzamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3-"' " 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- [2-oxo-5- 
( trif luoromethyl)pyridin-l (2H) -yl] propanamide; 

5- (4-chlorophenyl) -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
t ( 3 -ethylbenzyl ) amino] -2 -hydroxypropyl } -2-f uramide ; 
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4-cyano-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- (lH-pyrrol-1- 
yl ) thiophene-2 -carboxamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) aitiino] -2-"hydroxypropyl} -3 , 5- 
bis (methyl thio) isotblazole-4-carboxamide; 

2- chloro-'4-cyano-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl)benzamide; 

N-{ (IS, 2R) -1" (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- [ (raethoxyacetyl) amino] -3 
phenylprbpanamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3-f luoro-4-morpholin-4- 
ylbenzamide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [{ 3- 
ethylbenzyl) amino] -2-hydro3Q^ropyl}-4- (l-oxidothiomorpholin-4- 
yl ) butanamide ; 

4-chloro-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3-. 
ethylbenzyl ) amino] -2-hydroxypropyl } -1 , 3 -dimethyl -IH- 
pyrazolo[3 , 4-b]pyridine-5-carboxamide; 

N-{2- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ {3- 
e thy Ibenzy 1 ) amino ] - 2 -hydr oxypr opy 1 } amino ) carbony 1 ] phenyl } - 5 - 
methyl-2 -f uramide ; 

1- (cyanomethyl) -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl)"'- 3-* [ (3- 
ethylbenzyl ) amino] -2 -hydr oxypr opy 1 } -lH-pyrrole-2 -carboxamide; 

N^- {2-chloropyridin-3-yl) -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl} succinamide;. 

3- (cyclopentyloxy) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2-hydroxypropyl}-4-methoxybenzamide; 

N-{(lS,2R)-l-(3,5-difluoroberizyl)-3-[(3- " ' " 
ethylbenzyl) amino] -2-hydro3Q^ropyl}-2- (5-pyrrolidin-l-yl-2H- 
tetraazol-2-yl) acetamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl}-2, 5 -dimethyl -1 -phenyl -IH- 
pyrrole-3 -carboxamide ; 

1- (4-acetylphenyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2-hydroxypropyl}piperidine-4- 
carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2-methyl-2- { lH-1, 2 , 4- 
triazol -1-yl ) propanamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3^ropyl}-5- (piperidin-l-ylmethyl) -2 
f uramide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2 -methyl-2 , 3-dihydro-l- 
benzothiophene-2 -carboxamide 1 , 1-dioxide ; 
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2- (2 , 1, 3-benzoxadiazol-5-yl) -N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) a2nino]-2-hydroxypropyl}-l, 3- 
thiazole-4-carboxaInide; 
N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl) amino] -2-hydroxypropyl)-4, 5-dihydrofuro [2 , 3- 
g] [2,l]benzisoxazole-8-carboxaniide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] --2-hydroxypropyl}-2- [ (4-metliyl-l, 2 , 3- 
thiadiazol-5-yl) thio] acetamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-l- (2-furoyl) -4- 
liydroxyprolinamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4-oxo-4, 5, 6, 7-tetraliydro-l- 
benzof uran-3 -carboxamide ; 

4,5~dichloro-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } isothiazole-3-carboxamide ; 

N^-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 

etliylbenzyl) amino] -2-hydroxypropyl } -N?-*(l , 3.-.tliiazol-2- 

yl ) pentanediamide ; 

N-acetyl-4-chloro-N-{ {1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-etliylbenzyl) amino] -2-hydroxypropyl}phenylalaninamide; 

8-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino ] -2 -hydroxypropyl } -4"]iydroxycinnoline-3 - 
carboxamide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2 -liydroxypropyl } - 2 , 6- 
di oxoliexaliydr ppyr imi dine - 4 - c arboxapii.de 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -^3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4- ( 5-methyl-4-phenyl-l , 3 - 
oxazol-2 -yl ) benzamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-]iydroxypropyl}-2-plienylimidazo[l,2- 
a] pyridine- 6 -carboxamide ; 

N-{ (1S,2R)-1- (3,5-difluorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- [3- (4-metho3c/phenyl) - 
1 , 2 , 4 - oxadi a z o 1 - 5 -y 1 ] pr opanami de ; 

N-{ (1S,2R) -1- (3,5-difluorobenzyl) -3- [( 3- 
ethylbenzyl) aitiino] -2 -hydroxypropyl} -2- (4-methyl-l, 2 , 3- 
thiadiazol-5-yl) -1, 3-thiazole-4-carboxamide; 

N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 -[( 3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methyl-2-phenyl-2H-l ,2,3 
triazole-4-carboxamide; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -4- {3-pyridin-2-yl-l ,2,4- 
oxadiazol-5-yl)butanamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- . 
ethylbenzyl) amino] -2 -hydroxypropyl}-!, 3 -dimethyl-lH-thieno [2,3 
c ] pyrazole-5 -carboxamide ; 
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4-(l, 3-benzodioxol-5-yl)-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (S-ethylbenzyl) amino] -2- 
hydroxypropyl } butanamide ; 

N-{ {lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 -methyl-5- (4 --me thy 1-1, 2 , 3- 
thiadiaz61-5-yl) isoxazole-4-carboxamide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3-{ [2 - (dimethylamino) - 
1-methylethyl ] amino } -2 -hydroxypropyl ) -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N^- [ (1S,2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- (2- 
methylmorpholin-4-yl ) propyl ] -5-methyl-N^ , N^- 
dipropyl i sophthalamide ; 

N^- ( (1S,2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- {2- 
[hydroxy (phenyl)methyl] -4-methylpiperazin-l-yl}propyl) -5- 
methyl-N^ , N^-dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3, 5-difluorobenzyl ) -2-hydroxy-3-{ [ (2R) -2- 
methylbutyl ] amino}propyl ) -5-methyl-N^ , N^-dipropylisophthalamide; 

N^-t (lS,2R)-3-{ [4-(diethylamino)-l-methylbutyl]amino}-l- 
(3, 5-difluorobenzyl) -2 -hydroxypropyl] -5-methyl-N^;N^- 
dipropylisophthalamide ; • 

N^-{ (IS, 2R) -1- (3 , 5-difluoroben'zyl) -2-hydroxy-3- [ (2- 
hydroxy-1 , 1 -dimethyl ethyl ) amino] propyl ) -5 -methyl -N^ , N^- 
dipropylisophthalamide ; 

N^- { (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3-{ [3- (2- 
methylpiperidin-l-yl) propyl] amino } propyl ) -5-methyl-N^, N^- 
dipropylisophthalamide ; 

N^- { (1S,2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3-{ [5- 
( trif luoromethyl) -1,3, 4-thiadiazol-2-yl] amino}propyl) -rSr-methyl- 
, N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2 -hydroxy-3- [ (3-methyl- 
4, 5, 6, 7-tetrahydro-3H-31ambda4- [1, 3] thiazolo[5, 4-c]pyridin-2- 
yl ) amino] propyl } -5-methyl-N^ , N^-dipropylisophthalamide; 

N^- [ (lS,2R)-3-[ (3-ethylbenzyl) amino] -2-hydroxy-l-(lH- 
pyrazol-l-ylmethyl) propyl] -5-methyl-N^ , N"^- 
dipropylisophthalamide ; 

3 , 5-bis (acetylamino) -N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2 -hydroxypropyl }benzamide; 

N^- [4- (aminosulfonyl) phenyl] -N^-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 
hydroxypropyl } succinamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4- 
[methyl (methylsulfonyl) amino ]benzamide; 

1-acetyl-N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }piperidine-4-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 - ( 4- 
methoxypheno3Qr ) propanamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^ -methyl succinamide; 
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N^- { (IS, 2R) -1- (3 , 5-cLifluorobenzyl) -3- t (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- (2,6- 
dimethylphenyl ) succinamide ; 

N-acetyl -N- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) ^3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -D-phenylalaninamide ; 

N-'{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl} -2- [ (4- 
methylphenyl ) sul f onyl ] acetamide ; . 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - 
{ [ ( e thylamino ) carbony 1 } amino } benzamide ; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-phenyl-l ,4,5,6- 
tetrahydrocyclopenta [ c ] pyrazole-3 -carboxamide ; 

4- (cyclopentyloxy) -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2 -hydroxypropyl }benzamide; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- " • 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^-pyridin-3 -ylsuccinamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^-phenylsuccinamide ; 

N-{(lS,2R)-l-(3,5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 , 4 -dihydroxybenzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3c^ropyl}-5- (lH-1 , 2 , 4-triazol-l- 
yl ) pentanamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2 -phenyl -1 , 3-oxazole-4- 
. carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -7-methoxy-4-oxo-l ,2,3,4- 
tetrahydronaphthalene-2-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydroxypropyl } - 4 - { 4 - 
[ (methylsulfonyl) amino]phenyl}-4-oxobutanamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4-hydroxy-7 -methoxy-1- 
benzof uran-5-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4-hydroxy-7-methoxy-l- 
benzothiophene-5-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 , 6 , 6-trimethyl-4-oxo- 
-.4, 5, 6, 7-tetrahydro-l-benzofuran-2-carboxamide; 

N-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5, 6-dihydro-4H- 
cyclopenta [b] thiophene -2 -carboxamide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l, 3-thiazole-4-carboxamide; 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl}-2- {2--pyridin-2-yl-l, 3- 
thiazol-4-yl) acetamide; 

N^- [5- (aminosulf onyl) -1,3, 4-tliiadiazol-2-yl] -N^-{ ( IS, 2R) - 
1- (3, 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydr oxypr opy 1 } sue c inami de ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobeiizyl) -3- [ (3- 
e tlxylbenzyl ) amino ] - 2 -liydroxypropyl } -3 -hydroxy- 6- 
neopentylpyridine-2 -carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -1- ( 4-f luoroplienyl ) -1 , 4 , 5 , 6- 
tetrahydrocyclopenta [ c ] pyrazole- 3 - carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2-metliyl-5 ,6,7,8- 
tetrahydro-4H-pyrazolo [1, 5-a] azepine-3 -carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethyll)enzyl ) amino] -2-hydroxypropyl } -2-methyl-3-furamide; 

N-{ (IS., 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -3-f uramide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -4- ( 2- 
hydroxyethoxy)benzamide; ... 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl ).-3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } thiophene-2 -carboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -N^ , N^-dimethylphthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3 - 
e thy Ibenzyl) amino] -2-hydroxypropyl}-5-methyl-2-phenyl-l, 3- 
oxazole-4-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (1, 3-dioxo-l , 3-dihydro- 
2H-isoindol-2-yl) -2-hydroxybutanamide; 

2- (2H-1, 2 , 3-benzotriazol-2-yl) -N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ ( 3 -e thy Ibenzyl) amino] -2- 
hydroxypropy 1 } butanamide ; 

N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-lH-indazole-3-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl }-3-hydro3cyquinoxaline-2- 
carboxamide; 

2- (acetylamino) -N- { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliy Ibenzyl ) amino ] -2 -hydroDq^ropyl } -4 , 5 -dimethyl thiophene-3 - 
carboxamide ; 

N^- (2-cyanophenyl) (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 

[ (3-ethylbenzyl) amino] -2-hydroxypropyl}succinamide; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-l-ethyl-lH-indole-2- 
carboxamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-l-benzof uran-2 -carboxamide; 
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1- benzyl-N-C (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl)ainino]-2-hydroxypropyl}-3,5-dimethyl-lH-pyrazole-4- 

carboxamide;. 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) aitdno] -2-hydroxypropyl } -N^- [ ( 4- 
methylphenyl ) sulf onyl ] glycinamide ; 

{ ( IS , 2R) -Ir ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2-hydro3Q^ropyl} -4, 8-dihydroxyquinoline-2- 
carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino ] - 2 -hydr oxypr opy 1 } - 2 - { 1 , 1 - 
dioxidotetrahydrothien-3-yl) acetamide; 

methyl 5- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl}aitiino) carbonyl] -IH- 
benzimidazol-2-ylcarbamate; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2-methyl-l, 3-benzoxazol- 
5-yl) acetamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [ethyl (methyl) amino] -4- 
hydroxypyrimidine-5-carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2-pyridin-4-yl-l, 3- 
benzoxazol- 5 -yl) acetamide; . - 

4- [2 - (diethylamino) ethoxy] -N- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypr opyl } benzamide ; 

3- (aminosulf onyl) -4-chloro-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypr opyl } benzamide ; 

2- (diethylamino) -N-'{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-4-hydroxypyrimidine-5- 
carboxamide; 

N-{ (IS, 2R)-l-(3;5-dif luorobenzyl) -3- [(3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5 , 6 , 7 , 8-tetrahydro-4H- 
cyclohepta[c] isoxazole-3-carboxamide; 

N^- {( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 -[( 3 - 
ethylbenzyl ) amino ] -2-hydroxypropyl } -N* , N*-diphenylsuccinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -6-hydroxy-4-methylpyridine- 
2 -carboxamide; • " • . 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3^ [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 -phenylimidazo [1,2- 
a] pyridine-7 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2 -hydroxypropyl }quinoline-4-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (1, 3-dimethyl-2 , 6-dioxo- 
1,2,3, 6-tetrahydro-9H-purin-9-yl) acetamide; 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2"hydroxypropyl}-5-methoxy-lH-indole-2- 
carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3 , S-dimethyl-lH-pyrazol 
1 -yl ) benzamide ; 

N-{ (IS, 2R) -1" (3 , 5-difluorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-]iydroxypropyl}-5-methylisoxazole-3- 
carboxamide ; 

N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl} -3-met]iylisoxazole-5- 
carboxamide; 

2- {l-benzothien-4-yl) -N--{ (IS, 2R) -1- (3, 5-difluorobenzyl) - 
3- [ (3 -etliylbenzyl) amino] -2-liydroxyprbpyl}acetamide; 

N-{ (IS, 2R) "1- (3 , 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-metliyl-4-oxo-4, 5, 6, 7- 
t e trahydr o - IH- indo le - 2 - carboxami de ; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -l-benzotliiopliene-2- 
carboxamide; 

N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -6-hydroxynicotinamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- [ ( 4- 
methylphenyl) sulfonyl] -beta-alaninamide; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2 -hydroxyquinoline-4- 
carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ {3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (5-phenyl-lH-tetraazol-l 
yl) acetamide; 

4-{ [ (cyclobutylcarbonyl)amino]methyl}-N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-. 
hydroxypJTopyl} benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (2-oxo-l, 3-benzoxazol- 
3 (2H) -yl)butanamide; 

N-{ (IS, 2R)-l-( 3, 5-difluorobenzyl) -3- [ (3- * 
ethylbenzyl ) amino] -2-hydro3Q^ropyl } -2- ( 1 , 3-dioxooctahydro-2H- 
isoindol-2 -yl ) butanamide; 

N^- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl } -N^- ( tetrahydrofuran-2- 
ylmethyl ) phthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2, 3-dihydro-lH-indol-l- 
yl ) - 4 -oxobutanamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 1 (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} thieno [3 , 2 -b] pyridine- 6- 
carboxamide; 
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N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2- [ ( 6-methoxy-lH- 
benzimida2ol-2-yl) thio] acetaitiide; 

N-{ (1S,2R) -l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) aitiino ] -2 -hydroxypropyl } thieno [ 2 , 3 -c ] pyr idine-2 - 
carboxamide; 

2- {lH-benzimidazol-2-ylthio) -N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3-- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl }propanamide ; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl }-3-[(2,4- 
dif luorobenzyl) oxy]propanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5, 6-dimethyl^4-oxo-3, 4- 
dihydrothieno [2 , 3-d] pyrimidine-2 -carboxamide ; 

N-{ ( IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -1- ( 2 -f luorophenyl ) -5- 
oxopyrr o 1 idine - 3 - c arboxami de ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (5-methyl-lH-tetraazol-l 
yDbenzamide; ^ . 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxypropyl}-2- (4,.4-dimethyl-4, 5- . 
dihydro-1 , 3-oxazol-2-yl ) thiophene-3 -carboxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- (trif luoromethoxy) -IH- 
indole-2-carboxamide; " 

N-{ (ls;2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3cypropyl}-l-phenyl-5-propyl-lH- 
pyrazole-4-carboxamide; 

N-{ (is, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl) amino] -2 -hydroxypropyl} -5- [ (pyridin-2- 
ylthio)methyl] -2-furamide; 

5-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxyprop»yl}-2-morpholin-4-ylpyrimidine 
4 - carboxaiaide ; 

5-chloro-N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-methyl-l-phenyl-lH- 
pyrazole-4-carboxamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl } -4-methyl-l , 2 , 3-thiadiazole 
5-carboxamide ; 

N-{ {1S,2R) -1- (3, 5-difluorobenzyl) -3-[ (3- 
ethy Ibenzyl) amino] -2-hydroxypropyl}-2, 1, 3-ben2oxadiazole-5- 
carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethy Ibenzyl) amino] -2-hydroxypropyl}-2- [ (imidazo [1, 2-a]pyridin- 
2 -ylmethyl ) thio ] acetamide ; 
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2- (acetylaitdno) -N-{ {IR, 2R) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxy-3- [ {3-iodobenzyl)ainino]propyl)-l#3-oxazole-4- 
carboxamide; 

N-{ (IS, 2R) -1- [3- (cyclohexylmethyl) benzyl] -2-hydroxy-3- 
[ ( 3 -me thoxybenzyl ) amino ] propyl } ace tamide ; 

1 2-{ [ ({ (lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
me thoxybenzy 1 ) amino ] propyl } amino ) carbony 1 ] amino } -N , N- 
dipropylethanesulf onamide ; 

2- (3-azabicyclo [3.2.2] non-3-yl) -N- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino] propyl ) acetamide ; 

2- (4-benzoylphenoxy) -N-{ (IS, 2R) -1- (3," 5-dif luorobenzyl) -2- 
hydroxy-3- [ (3 -iodobenzyl) amino] propyl }propanamide; 

N- { (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl) amino] propyl} -4- (7-metlioxy-2 , 3-dihydro-l-benzofuran- 
4 -y 1 ) - 4 - oxobut anamide ; 

N-{ (IS, 2R) -1" [3- (cyclohexylmethyl) benzyl] -2-hydro3Qr-3- 
[ ( 3 -me thoxybenzyl ) amino ] propyl } -3 - 
{ [ (trif luoromethyl) sulf onyl] amino }benzamide , • 

N^-{ (1S> 2R) -1- [3- (cyclohexylmethyl) benzyl] -2-hydroxy-3- 
[ (3 -me thoxybenzyl) amino ] propyl} -5 -methyl -N^,N^- 
dipropyl isophthalamide ; 

3- chloro-N- ( (IS, 2R) -1- (4- f luorobenzyl) -2-hydro3^-3-{ [3- 
( trif luoromethyl ) benzyl ] amino } propyl ) benzamide ; 

. 3-chloro-N-{ (IS, 2R) -1- (4-f luorobenzyl) -2 -hydr 03^-3- [ (3- 
me thoxybenzyl ) amino] propyl } benzamide ; 

3-chloro-N-( (1S,2R)-1- (cyclohexylmethyl) -2-hydroxy-3-{ [3- 
{ trif luoromethyl ) benzyl ] amino }propyl ) benzamide ; 

3-chloro-N-{ (1S,2R) -1- (cyclohexylmethyl) -2-hydroxy-3- [ (3- 
.,me thoxybenzyl ) amino ] propyl } benzamide ; 

N- ( (lS,2S)-l-benzyl-2-hydroxy-3-{ [3- 
( trif luoromethyl ) benzyl ] amino }propyl ) -3 --chlorobenzamide; 

N-{ (IS, 2S) -l-benzyl-2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } -3 -chlorobenzamide ; 

'3-{ [ ( 3 -chlorobenzyl) amino] sulf onyl }-N-( (lS,2R)-l-(4- 
fluorobenzyl) -2-hydroxy-3-{ [3- 

( trif luoromethyl ) benzyl ] amino }propyl ) benzamide ; 

3-.{ [ ( 3 -chlbrobenzyl) amino] sulf onyl }-N-{ (IS, 2R) -1- (4- 
f luorobenzyl ) -2 -hydroxy-3 - [ ( 3 - 
me thoxybenzyl ) amino ] propyl } benzamide ; 

3^{ [ (3-chlorobenzyl) amino] sulf onyl}-N-( (IS, 2R)-1- 
( cyclohexylmethyl) -2-hydroxy-3-{ [3- 
( trif luoromethyl ) benzyl ] amino }propyl ) benzamide ; 

3-{ [ (3-chlorobenzyl)amino3sulfonyl}-N-{ (1S,2R)-1- 
{ cyclohexylmethyl) -2 -hydroxy- 3- [ (3- 
methoxybenzyl ) amino ] propyl } benzamide ; 

N-{ (lS,2S)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -3 -{ t (3- 
chlorobenzyl) amino] sulf onyl} benzamide; 
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{ (IS, 2R} -1- (4-f luorobenzyl) -2-hydroxy-3- 1 (3- 
methoxybenzyl ) aniino ] propyl } - 3 - { [ { 3 - 
methoxybenzyl ) amino] sulf onyl }benzamide ; 

N-( (lS,2R)-l-(cyclohexylmethyl)-2-hydroxy-3-{ [3- 
(trifluoromethyl) benzyl] amino }propyl) -3t{ [ (3- 
methoxybenzyl ) amino] sulf onyl } ben z amide ; 

N-{ (lS,2R)-l-{cyclohexylmethyl)-2-liydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl ) -3 - { [ ( 3 - 
methoxybenzyl) amino] sulf onyl} benz amide ; 

N-{ {lS,2S)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - { [ ( 3 - 
methoxybenzyl ) amino ] sulf onyl } benzamide ; 

N^-E {lR,2S)-2-hydroxy-3-[ { 3 -methoxybenzyl) amino] -1- (4- 
methylbenzyl ) propyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N^- [ (IR, 2S) -2-hydroxy-3- (isopentylamino) -1- (4- 
methylbenzyl) propyl] -N^, N^-dipropylbenzene-1, 3, 5-tricarboxamide; 

N^- [ (IR, 2S) "2-hydroxy-3- [ (3-metho3vbenzyl) amino] -1- (4- 
methylbenzyl ) propyl ] -5-methyl-N^, N^-dipropylisophthalamide; 

N^- [ (IR, 2S) -2-hydroxy-3- (isopentylamino) -1- (4- 
methylbenzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^- [ (IR, 2S) -2-hydroxy-3- [ (3 -methoxybenzyl) amino] -1- (4- 
methylbenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- [ (IR, 2S) -2-hydroxy-3- (isopentylamino) -1- (4- 
methylbenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

3-[ (dipropylamino) sulf onyl ] -N- [ (iR, 2S) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] -1- ( 4-methylbenzyl ) propyl ] propanamide ; 

3- [ (dipropylamino) sulf onyl] -N- [ (IR, 2S) -2-hydroxy-3- 
( isopentylamino ) -1- ( 4 -methylbenzyl ) propyl ] propanamide ; 

N^- [ {lS/2R)-2-hydroxy-3-[ (3-methoxybenzyl)amino]-l-(4- 
' methylbenzyl ) propyl ] -N^,N^-dipropylpentanediamide; . . 

f (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
methylbenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -2 -hydroxy-3- (isopentylamino) -1- (4- 
- methylbenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N- [-(IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
methylbenzyl) propyl] -3- [ (dipropylamino) sulf onyl] propanamide; 

3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -2-hydroxy-3- 
( isopentylamino) -1- (4 -methylbenzyl) propyl] propanamide; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino] propyl } -3- (4 , 5"dimethyl-2-f uroyl) -5- 
methylbenzamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl } -2-hydroxy-3- 
( isopentylsul f onyl ) propanamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[(3- 
methoxybenzyl ) amino ] propyl } - 3 - { [ ( 2 - 
methoxyethyl) (propyl) amino] sulfonyDpropanamide; 
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N^-{ (IR, 2R) -3- (benzylamino) - 2 -hydroxy- 1- 
[ (phenyl thio ) methyl ] propyl } -N^ , N^-dipropylbenzene~l ,3,5- 
tricarboxamide ; 

N^-{ (IR, 2R) -2-hydroxy-3- (isopentylamino) -1- 
[ (phenyl thio) methyl ] propyl } -N^ , N^-dipropylbenzene-1 ,3,5- 
tr icarboxamide ; 

N^-{ (IS, 2R) - 3- (benzylamino) -1- [4- (benzyloxy) benzyl] -2- 
hydroxypropyl } -N^ , N^-dipropylbenzene-1 , 3 , 5- tricarboxamide ; 

N^-T(1S,2R) -1- [4- (benzyloxy) benzyl] -2-hydro^-3- 
(isopentylamino) propyl] -N^,N^-dipropylbenzene-l, 3 , 5- 
tricarboxamide; 

N^-[ (lS,2R)-2-hydroxy-3-[ (3-methoxybenzyl) amino] -1- (1- 
naphthylmethyl ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (1- 
naphthylmethyl ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (1- 
naphthylmethyl ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N^- [ (IS, 2R) -1- (2-furylmethyl) -2-hydroxy-3- 
(isopentylamino)propyl] -N^,N^-dipropylbenzene-l, 3 , 5- 
tricarboxamide ; 

N^-{ (IS, 2R) -3- (benzylamino) -1- [3- (benzyloxy) benzyl] -2- 
hydroxypropyl } -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N^- [ (IS, 2R) -2-hydroxy-l- (4-hydroxybenzyl) -3- 

( isopentylamino) propyl] -N^,N^-dipropylbenzene-l, 3 , 5- 

tr i carboxamide ; 
N^-((lS)-l-{(lR)-l-hydroxy-2-[(3- 

methoxybenzyl ) amino] ethyl }but-3 -ynyl j -N^ , N^-dipropylbenzene- 

1 , 3 , 5-tricarboxamide ; 

N^-{ (IS) -1- [ (IR) -2- (benzylamino) -l-hydroxyethyl]but-3- 
ynyl } -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N^-{ (lS)-l-[ (IR) -l-hydroxy-2- (isopentylamino) ethyl]but-3- 
ynyl} -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (cyclohexylmethyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N^- [ (IS, 2R) -1- (cyclohexylmethyl) -2-hydro^-3- 
( isopen tylamino) propyl ]-N^,N^-dipropylbenzene-l ,3,5- 
tr i carboxamide ; 

N^-( (lS)-l-{ (IR) -l-hydroxy-2- [{3- 
methoxybenzyl ) amino ] ethyl } -3 -methylbutyl ) -N^ , N^-dipropylbenzene 
1,3, 5-tricarboxamide ; 

N^-{ (IS) -1- [ (IR) -l-hydroxy-2- (isopentylamino) ethyl] -3- 
methyltnityl } -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N^-{ (IR, 2R) -3- (benzylamino) -2-hydroxy-l- 
[ ( phenyl thi o ) me t hy 1 ] propyl } - 5 -methyl -N^ , - 
dipropylisophtlialamide ; 
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N^-{ (1R,2R) -2-hycaroxy-3- (isopentylamino) -1- 
t (phenyl thio ) methyl ] propyl } -S-methyl-N^ , 
dipropylisophthalamide ; 

N^-{ (1S,2R) ~3-{benzylainino) -1- [4- (benzyl oxy) benzyl] -2 - 
hydroxypropyl} -5-methyl-N^ , N^-dipropylisophthalamide; 

N^- [ (1S,2R) -1- 14- (benzyloxy) benzyl] -2-hydroxy-3- 
( isopentylamino ) propyl] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-[ (lS,2R)r..2-hydroxy-3~[ (3-methoxybenzyl) amino] -1- (1- 
naphthylmethyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-[ (lS,2R)-3-(benzylamino)-2-hydroxy-l-(l- 
naphthylmethyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-[ (1S,2R) -2-hydroxy-3- (isopentylamino) -1- (1- 
.naphthylmethyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-t (lS,2R)-l-(2-furylmethyl)-2-hydroxy-3- 
( isopentylamino) propyl] -5--methyl-N^ , N^-dipropylisophthalamide; 

N^-{ (1S,2R) -3- (benzylamino) -1- [3 - (benzyloxy) benzyl] -2- 
hydroxypropyl } - 5 -methyl -N^ , -dipropylisophthalamide ; 

N^-[ (IS, 2R) -1- [3- (benzyloxy) benzyl] -2-hydroxy-3- 
(isopentylamino ) propyl] -5-methyl-N^ , N^-dipropylisophthalamide; 

N^- [ (IS, 2R) -1- (4-f luorobenzyl) -2-hydroxy-3- 
( isopentylamino) propyl] -5-methyl-N^,N^-dipropylisophthalamide; 

N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (thien-2- 
ylmethyl ) propyl ] -S-methyl-N^ , N^- dipropylisophthalamide; 

N^-( (IS) -l-{ (lR)-l-hydroxy-2-[ (3- 
methoxybenzyl) amino] ethyl}but-3-ynyl) -S-methyl-N^^N^- 
dipropyli sophthalamide ; 

N^-{ (IS) -1- [ (IR) -2- (benzylamino) -l-hydro3^ethyl]but-3- 
ynyl}-5-methyl-N^N^-dipropylisophthalamide; - 

N^-{ (IS) -1- [ (IR) -l-hydroxy-2 - (isopentylamino) ethyl ]but-3- 
ynyl } -5-methyl-N^ , N^-dipropylisophthalamide ; . 

N^- [ (1S,2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
(isopentylamino)propyl]-5-methyl-N^,N^-dipropylisophthalamide; 
N^-{(lS)-l-[(lR) -1 -hydroxy- 2- (isopentylamino) ethyl] - 3 - 
methylbutyl}-5-methyl-N^,N^-dipropylisophtlialamide; ' - 

N^-{ (IR, 2R) -2"hydroxy-3- [ (3 -methoxybenzyl) amino] -1- 
[ (phenyl thio ) methyl ] propyl } -N^ , N^-dipropylpentanediamide ; 

N^-{ (1R,2R) -3- (benzylamino) -2-hydroxy-l- 
[ (phenyl thio ) methyl ] propyl } -N^ , N^-dipropylpentanedi amide ; 

N^-{ (IR, 2R) -2-hydroxy-3- (isopentylamino) -1- 
[ (phenyl thio ) methyl ] propyl } -N^ , N^-dipropylpent anediamide ; 

N^-{ (IS, 2R) -3- (benzylamino) -1- [4- (benzyloxy) benzyl] -2- 
hydroxypr opyl } -N^ , N^-dipropylpentanediamide ; 

N^- t (1S,2R) -1- [4- (benzyloxy) benzyl] -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropy Ipentanediamide ; 

N^-[ (lS,2R)-2-hydroxy-3-[ ( 3 -methoxybenzyl) amino] -1- (1- 
naphthylmethyl ) propyl ] -N^ i N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (1- 
naphthylmethyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 
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N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (l^- 
naphthylme thyl ) propyl ] -N^ , N^--dipropylpentanediamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (2-furylmethyl) -2- 
hydroxypropyl] ^N^, N^-dipropylpentanediamide; 

N^- [ (IS, 2R) (2-furylmethyl) -2-hydroxy-3-- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^-{ (IS, 2R) -1- [3 - (benzyl 03cy) benzyl] -2 -hydroxy- 3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^ N^-dipropylpentanediamide ; 

N^-{ (IS, 2R) -3- (benzylamino) -1- [3 - (benzyloxy) benzyl] -2- 
hydroxypropyl } -N^ , N^-dipropylpentanediamide ; 

N^- [ (1S,2R) -l-[3- (benzyloxy) benzyl] -2-hydrpxy-3- 
{ isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- t (IS, 2R) -3- (benzylamino) -1- (4-f luorobenzyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -1- (4-f luorobenzyl) -2-liydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-liydroxy-l- (tliien-2- 
ylmethyl ) propyl ] -N^ , N^-dipropylpentanedi amide ; 

N^-[ (1S,2R) -2 -hydroxy-3- (isopentylamino) -l-(thien-2- 
ylmethyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- t (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
hydr oxylDenzy 1 ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -2-hydroxy-l^ (4-hydroxyl>enzyl) -3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^-( (lS)-l-{ (lR)-l-hydroxy-2-[ (3- 
metlioxybenzyl) amino] etliyl}but-3-ynyl) -N^,N^- 
dipropylpentanediamide ; 

N^-[ (IS, 2R) -3" (benzylamino) -2-hydroxy-l- (4- 
isopropylbenzyl ) propyl ] -N^ , N^-dipropylperitanediamide ; 

N^-{ (IS) -1- [ (IR) -2- (benzylamino) -l-]iydroxyethyl]but-3- 
ynyl } -N^ , N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -2-liydroxy-3-- (isopentylamino) -1- (4- 
isopropylbenzyl ) propyl ] -N^ , N^-dipropylpentanedi amide ; 

N^-{ (lS)-l-[ (IR) -l-hydroxy-2-( isopentylamino) etliyl]but-3 - 
ynyl}-N^,N^-dipropylpentanedi amide; ' ^" 

- - N^-{ (lS,2R)-l-(cyclo]ie3cylmethyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylpentanediamide ; 

N^-{ (IS, 2R) -1- [3-f lubro-5- (trifluorometliyl) benzyl] -2- 
Ixydr oxy- 3 - [ ( 3 -metli03Q^benzyl ) amino ] propyl } -N^ , - 
dipropylpentanedi amide ; 

N-[ (1S,2R) -l-(4-clilorobenzyl) -2-]iydroxy-3- 
( isopentylamino ) propyl ] -3 - [ ( dipropylamino ) sulf onyl ] propanamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (cycloJiexylmethyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylpentanediamide ; 

N^-{ (IS, 2R) -3- (benzylamino) -1- [3-f luoro-5- 
( tr if luorome thy 1) benzyl] -2-hydroxypropyl}-N^,N*- 
dipropylpentanediamide ; 
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N- [ (IS, 2R) -1- (1/ S-benzodioxol-S-ylmethyl) "3- 
(benzylamino) -2-hydroxypropyl] -3- 
[ ( dipr opylamino ) sul f onyl ] propanamide ; 

N^- [ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
( isopentyl amino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -1- [3-f lu6ro-5- (trif luoromethyl) benzyl] -2- 
hydroxy-3- (isopentylamino) propyl] -N^,N^-dipropylpentanedi amide; 

N- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylmethyl) -2-laydroxy-3- 
(isopentylamino) propyl] -3- [ (dipropylamino) sulf onyl ] propanamide ; 

N^- ( (IS) -l-{ (IR) -l-hydroxy-2- [ (3- 
me thoxybenzyl ) amino ]'etliyl } -3 -methylbutyl ) -N^ , N^- 
dipropylpentanediamide ; 

N^-{ {lS,2R)-2-hydroxy-3-[ ( 3 -me thoxybenzyl) amino] rl- [3- 
{ trif luoromethoxy ) benzyl ] propyl } -N^ , N^-dipropylpentanediamide; 

3-[ (dipropylaitiino) sul f onyl ]-N-{ (1S,2R) -1- (4-f luoro-3- 
metliylbenzyl) -2-liydroxy-3- t (3- 
metlioxybenzyl ) amino ] propyl } propanamide ; 

N^-{ (IS) -1- [ (IR) -2- (benzylamino) -1-hydroxyetliyl] -3- 
metliylbutyl } -N^ , N^- dipropylpentanediamide ; 

N^-{ (IS, 2R) -3- (benzylamino) -2-]iydroxy~l- [3-- 
( trif luoromethoxy ) benzyl ] propyl } -N^ , N^-dipropylpentanediamide; 

N- [ (IS, 2R) -3- (benzylamino) -1- (4-f luoro-3-methylbenzyl) -2- 
hydroxypropyl] -3- [ (dipropylamino) sulf onyl] propanamide; 

N^^{ (IS) -1- [ (IR) -l-hydroxy-2- (isopentylamino) ethyl] -3 - 
me thy Ibutyl } -N^ , N^-dipropylpentanediamide ; 

N^-{ (1S,2R) -2-hydroxy-3- (isopentylamino) -1- [3- 
( trif luoromethoxy ) benzyl ] propyl } -N^ , N^-dipropylpentanediamide ; 

3- [ (dipropylamino) sulf onyl] -N- [ (1S,2R) -1- (4-fluoro-3- 
methylbenzyl) -2-hydroxy-3- (isopentyl amino) propyl] propanamide; 

3- [ (dipropylamino) sulf onyl] -N-{ (1R,2R) -2-hydroxy-3- [ (3- 
methoxybenzyl) amino] -1- [ (phenylthio) methyl] propyl }propanamide; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4-methylbenzyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylpentanediamide ; 

N-{ (IR, 2R) -3- (benzylamino) -2-hydroxy-l- 
[ (phenylthio) methyl ] propyl } -3- 
[ ( dipropylamino ) sul f onyl ] propanamide ; 

N-{ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- 13- 
( trif luoromethyl ) benzyl ] propyl } -3- 
[ ( dipropylamino ) sul f onyl ] propanamide ; 

N^- ['(IS, 2R) -1- (3-f luoro-4-methylbenzyl) ~2-hydroxy-3- 
( isopentylamino ) propyl ] , N^-dipropylpentanediamide ; 

3- [ (dipropylamino) sulf onyl] -N'-{ (IR, 2R) -2-hydroxy-3- 
( i sopenty lamino )-!-[{ phenyl thio ) methyl ] propyl } propanamide ; 

3- [ (dipropylamino) sulf onyl] -'N-{ (IS, 2R) -2-hydroxy-3- 
(isopentylamino) -1-13- 

( trif luoromethyl ) benzyl ] propyl }propanamide ; 

N^-{ (IS, 2R) -2-hydroxy-l- (4 -me thoxybenzyl) -3- t (3- 
methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylpentanediamide ; 
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N- 1 (IS, 2R) -3- (benzylamino) -2 -hydroxy- 1- (3- 
methylbenzyl) propyl] -3- 1 (dipropylamino) sulf onyl]propanamide; 
N-{ (ISr 2R) -3- (benzylamino) -1- [4- (benzyloxy) benzyl] -2- 
hydroxypropyl}-3 - [ (dipropylamino) sulf onyl]propanamide; 

N^- [ (IS, 2R) -3- (benzylamino) -2-:hydroxy-l- (4- 
metlioxybenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -2-hydroxy-3- 
( i sopen ty lamino ) - 1 - ( 3 -methylbenzy 1 ) propyl ] propanamide ; 

N- [ (IS, 2R) -1- [4- (benzyloxy) benzyl] -2 -hydroxy-3 - 
(isopentylamino) propyl] -3- [ (dipropylamino) sul fonyl] propanamide; 

N^- [ (IS, 2R) -2-liydroxy-3- (isopentylamino) -1- (4- 
metlxoscybenzyl ) propyl] -N^ , N^-dipropylpentanediamide ; 

N- 1 (IS, 2R) -3- (benzylamino) -2-liydroxy-l- (1- 
naphthylmethyl) propyl] -3- [ (dipropylamino) sulf onyl] propanamide; 

N-{ (IS, 2R) -3- (benzylamino) -1- [3- (benzyloxy) -5- 
fluorobenzyl] -2-hydroxypropyl}-3- 
[ ( dipropylamino ) sulfonyl ] propanamide ; 

N^-{ (IS, 2R) -1- (4-chlorobenzyl) -2-hydroxy-3- [ (3- 
metlioxybenzyl ) amino] propyl } -N^ , N^-dipropylpentanediamide ; 

3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -2-hydroxy-3- 
( isopentylamino) -1- (1 -naphthylmethyl) propyl] propanamide; 

3- [ (dipropylamino) sulfonyl] -N-{ (IS, 2R) -1- (3-f luoro-4- 
methoxybenzyl) -2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propyl } propanamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (4-chlorobenzyl) -2-^ 
hydroxypropyl ] -N^ , N^-dipropylpentanediamide ; 

N- [ (IS, 2R) -3- (benzylamino) -1- (2-furylmethyl) -2- 
hydroxypropyl ] -3- [ (dipropylamino) sulfonyl] propanamide; 

N- 1 (IS, 2R) -3- (benzylamino) -1- (3^f luoro-4-methoxybenzyl) - 
2 -hydroxypropyl ] - 3 - [ ( dipropylamino ) sul fonyl ] propanamide ; 

N^- [ (IS, 2R) -1- (4-chlorobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpen tanediamide ; 

3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -1- (2-furylmethyl) - 
2 -hydro3^-3 - { isopentylamino ) propyl ] propanamide ; 

3-[ (dipropylamino) sulfonyl ]-N-[ (IS, 2R) -1- (3-f luoro-4- 
methoxybenzyl ) -2 -hydroxy- 3- (isopentylamino) propyl] propanamide; 

N^-{ (IS, 2R) -1- (1, S-benzodioxol-B-ylmethyl) -2-hydroxy-3- 
[ ( 3 -methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylpentanediamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 -phenyl-2 - ( 4H-1 ,2,4- 
triazol-3-ylthio) acetamide; 

• N^-[ (lS,2R) -l-(l,3-benzodioxol-5-ylmethyl)-3- 
(benzylamino) -2 -hydroxypropyl] -N',N^-dipropylpentanediamide; 

1-acetyl-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 -phenylprolinamide ; 

N-{ (IS, 2R) -3- (benzylamino) -1- [3- (benzyloxy) benzyl] -2- 
hydroxypropyl) - 3- [ (dipropylamino) sulf onyl] propanamide; 
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N^- [ (IS, 2R) -1- (1, 3-benzodioxol-5-ylinethyl) -2-hydro3^"3- 
( isopentyl amino ) propyl ] -N^ , N^-dipropylpentanediamide ; 




N- [ (IS, 2R) -1- [3- (benzyloxy) benzyl] -2-hydroxy-3- 
(isopentylamino) propyl] -3- [ (dipropylamino) sulf onyl]propanamide; 

N^-{ (lS,2R)-l-(4-fluoro-3-methylbenzyl)-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl } -N^ , N^-dipropylpentanediamide; 

N- [ (lS,iR) t3- (benzylamino) -1- {4-f luorobenzyl) -2- 
liydroxypropyl] -3- t (dipropylamino) sulf onyl]propanamide; 
N^- [ (IS, 2R) -3- (benzylamino) -1- (4-f luoro-3-methylbenzyl) -2- 
liydfoxypropyl ] -N^ , N^-dipropylpentanedi amide ; 

3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -1- (4- 
f luorolienzyl) -2-liydroxy-3- (isopentylamino)propyl]propanamide; 

N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-liydroxy-3-{ t (3R, 4S) - 

3- (hydroxymetliyl) -6-isopropyl-2 , 2-dioxido-3 , 4-diliydro-lH- 
isothiocliromen-4-yl] amino}propyl) -S-metliyl-N/N- 
dipropyl isoplithalamide ; 

N^- [ (IS, 2R) -1- {4-f luoro-3-methylbenzyl) -2-]iydroxy-3- 
(isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide; 

N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{.[ (3R, 4S) - 
6-isopropyl-3-metliyl-2 , 2-dioxido-3 , 4-diliydro-lH-isotliiochromen- 

4- yl] amino}propyl) -5-metllyl-N,N-dipropylisophtlxalamide; 

N- I (IS, 2R) -3- (benzylamino) -2-liydroxy-l- ( thien-2- 
ylmetliyl ) propyl ] - 3 - [ { dipropylamino ) sul f onyl ] propanamide ; 

N^-{ (IS, 2R) -3- (benzylamino) -2-liydroxy-l- [3- 
. ( tr i f luorometliyl ) benzyl ] propyl } -N^ , N^-dipropylpentanediamide ; 

3- [ (dipropylamino) sulf onyl] -N- ( (IS) -!-{ (IR) -l-hydroxy-2- 
[ (3-metlioxybenzyl) amino] ethyl}but-3-ynyl)propariamide; 

N' - ( (IS , 2R) -1- (3, 5-dif luorobenzyl) -2 -liydroxy-3-{ [ (3R, 4S) - 
6-isopropyl-2 , 2-dioxido-3-propyl-3 , 4-diliydro-lH-isotliiochromen- 
4-yl] amino}propyl) -5-methyl-N,N-dipropylisophthalamid€; 
N^-{ (IS, 2R) -2 -liydroxy-3- (isopentylamino) -1- [3- 
( trif luoromethyl ) benzyl ] propyl } -N^ , N^-dipropylpentanediamide ; 

N-{ (IS) -1- [ (IR) -2- (benzylamino) -l-hydroxyetliyl]but-3" 
ynyl } -3 - [ { dipropylamino ) sulfonyl ] propanamide ; 

N^^ [ (IS, 2R) -2-liydroxy-3- [ (3-metlioxybenzyl) amino] -1- (3- 
methylbenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

3- [ (dipropylainino) sulfonyl] -N-{ (IS) -1- 1 (IR) -l-hydroxy-2- 
( isopentylamino) etliyl ]but-3 -ynyl} propanamide; 

N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (3S, 4R) - 
3- (liydroxymetliyl) -6-isopropyl-2 , 2-dioxido-3 , 4~dihydro-lH- 
isothiochromen-4-yl]amino}propyl) -5-methyl-N,N- 
dipropylisoplxthalamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
metliylbenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 
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N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (3S, 4R) - 

3- (2-hydroxyethyl) -6-isopropyl-2, 2-dioxido-3, 4-dihydro-lH- 
isothiochroinen-4-yl] amino}propyl) -5-methyl-N, N- 
dipropylisophthalamide ; 

N"{ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- [ (3- 

methoxybenzyl ) amino] propyl } -3- 

I (dipropylamino) sulf onyl]propanamide; 
N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (3- 

methylbenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N- t (IS, 2R) -3- (benzylamino) -1- (cyclohexylmethyl) -2- 
hydroxypropyl] -3-1 (dipropylamino) sulfonyllpropanamide; 

N^-{ (IS, 2R) -1- [3- (benzyloxy) -5-f luorobenzyl] -2-hydroxy-3- 
[ ( 3 -methoxybenzyl ) amino] propyl } -N^ , N^-dipropylpentanediamide ; 

- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- { [ (3S, 4S) - 
6-isopropyl-2 , 2-dioxido-3-propyl-3 , 4-dihydro-lH-isothiochromen- 

4 - yl] amino} propyl) -5-methyl-N,N-dipropylisophtlialamide; 

N- [ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
(isopentylamino) propyl] -3- [ (dipropylamino) sulf onyl]propanamide; 
N^-{ (IS, 2R) -3- (benzylamino) -1- [3- (benzyloxy) -5- 
f luorobenzyl ] -2-hydroxypropyl } -N^ , N^-dipropylpentanediamide ; 

- 3- [ (dipropylamino) sulfonyl] -N- ( (IS) -l-{ (IR) -l-hydroxy-2- 
[ ( 3 -methoxybenzyl ) amino ] ethyl } -3 -methylbutyl ) propanamide ; 

N' - ( (1S,2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [ (3S, 4S) - 
6-isopropyl-3-methyl-2 , 2-dioxido-3 , 4-dihydro-lH-isothiochromen- 
4-yl] amino}propyl) -5-methyl-N,N-dipropylisophthalamide; 

N^- [ (IS, 2R) -1- [3- (benzyloxy) -5- f luorobenzyl] -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (4R) -6- 
isopropyl-2 , 2-dioxido-3 , 4-dihydro-lH-isothiocliromen-4- 
yl] amino}propyl ) -5-methyl-N, N-dipropylisophthalamide ; 

N-{ (IS) -1- [ (IR) -2- (benzylamino) -1-hydroxyethyl] -3- 
methylbuty 1 } - 3 - t ( dipropylamino ) sul f onyl ] propanamide ; 

N^-{ (IS, 2R) -1- (3-f luoro-4-methoxybenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylpentanediamide ; 

3- [ (dipropylamino) sulfonyl] -N-{ (IS)-l-t (IR) -l-hydroxy-2- 
( isopentylamino) ethyl] -3 -me thylbutyl} propanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyi) amino] -2-hydroxypropyl} -3- [ (3- 
methoxypropyl ) (methyl sulfonyl ) amino ] benzamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4-methoxybenzyl) - 
2 -hydroxypropyl ] -N^ , N^-dipropylpentanediamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4- [ ( 3 - 
methoxypropyl ) (methylsulf onyl) amino] benzamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -1 -methyl -1 , 3-dihydro-2 , 1- 
benzisothiazole-5-carboxamide 2,2-dioxide; 

N^- [ (IS, 2R) -1- (3-f luoro-4-methoxybenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 
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N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methoxybenzyl ) propyl ] -N^ , N^-dipropylbenzene-l ,3,5- 
tricarboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- [ (2- 
methoxyethyl ) (itiethylsulf onyl ) amino] benzamide ; 

N-{ (IS, 2R) -1- (3 , 5"dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -liydroxypropy 1 } -2 , 2 -dime tliylchromane- 6 - 
carboxamide; 

N^- [ {1S,2R) -3- (benzylamino) -1- (3-bromoben2yl) -2- 
hydroxypropyl ] -N^ , N^-dipropylpentanediamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3^ [ (3- 
e tliy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 6 - [ ( 2 
.methoxyethyl) (methylsulfonyl) amino] nicotinamide; 

N-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 2 -dimethylchromane-7 - 
carboxamide; 

N^- [ (IS, 2R) -1- (3-bromobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ N^-dipiropylpentanediamide; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
isopropy Ibenzyl ) propyl] -N^, N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

benzyl . (3R) -4- (.{ (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [.(3- 
methoxybenzyl) amino] propyl} amino) -2 , 2 , 3-trimethyl-4- 
oxobutanoate; 

N- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (3- 
methoxyb'enzyl ) propyl ] -3- [ (dipropyl amino) sulf onyl]propanamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } - 6 - [ ( 3 - 
hydroxypropyl ) (methylsulfonyl ) amino] nicotinamide; 

N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (4- 
isopropylbenzyl ) propyl ] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

3- t (dipropyl amino) sulf onyl] -N- [ (IS, 2R) -2-hydroxy-3- 
(isopentylamino) -1- (3-methoxybenzyl ) propyl ]propanamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- • 
ethylbenzyl ) amino] -2 -hydroxypropyl > -6- [ ( 2- 
hydroxyethyl ) (methylsulfonyl) amino] nicotinamide; 

N-{ (1S,2R) -l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -4- (phenylsulf onyDbutanamide;* 

(3S)-tetrahydrofuran-3-yl (IS, 2R) -l-benzyl-2-hydro:^-3- 
[ ( 3 -methoxybenzyl ) amino ] propylcarbamate ; 

N- [ (IS, 2R) -3- (benzylamino) -1- (3 , 5-dichlorobenzyl) -2- 
hydroxypropyl] -3 - [ (dipropyl amino) sulf onyl] propanamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -6- [ (2- 
methoxyethyl ) (methylsulfonyl) amino] nicotinamide; 

N^- [ (IS, 2R) -3- (benzylaniino) -2-hydroxy-l- (4- 
methoxybenzyl ) propyl ] -N^ , N^-dipropylbenzene"-l ,3,5- 
tricarboxamide ; 
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3~[ (dipropylainino)sulfonyl]-N-{ (IS, 2R) -2-hydroxy-l- (4- 
isopropylbenzyl ) -3 - [ ( 3 -methoxybenzyl ) amino ] propyl }propaiiainide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 2 - [ ( 2 - 
methoxyethyl) (methylsulfonyl) amino] isonicotinamide; 

N^- [ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (4- 
methoxybenzyl ) propyl ] --N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N^-{ {lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl } -N^- (phenylsulf onyl ) -beta- 
alaninamide; 

N-[ (lS,2R)-3-(benzylamino)-2-hydroxy-l-(4- 
isopropylbenzyl) propyl] -3- [ (dipropyl amino) sulfonyl]propanamide; 

N-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-5- [ (2- 
methoxyethyl) (me tliylsulf onyl) amino jnicotinamide; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (4-f luoro-3-metliylbenzyl) -2- 
liydroxypropyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide; 

N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
metlioxybenzyl) amino] propyl }-N^- [ (4-metliylphenyl) sulf onyl] -beta- 
alaninamide; . , . . . 

3- [ (dipropylamino) sulfonyl] -N- [ (IS, 2R) -2-hydroxy-3- 
(isopentylamino) -1- (4-isopropylbenzyl)propyl]propanamide; 
N-{ (lS,2R)-l-(3,5-difl^^^ (3- 
ethylbenzy 1 ) amino ] -2 -liydr oxypropy 1 } - 2 - [ ( 3 - 
liydroxypropyl ) (metliylsulfonyl) amino] isonicotinamide; 

N^-[ (1S,2R) -l-(3-fluoro-4-met]ioxybenzyl)-2-hydroxy-3- 
( isopentylamino) propyl] -N^,N^-dipropylbenzene-l, 3 , 5- 
tr i carboxami de ; 

N^-{ (1S,2R) -l-benzyl-2-liydroxy-3- [ (3- 
metlioxybenzyl) amino] propyl }-N^- [ (4-f luorophenyl) sulfonyl] -beta- 
alaninamide;.. 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
etliylbenzyl) amino] -2 -liydroxypropyl} -2- [ (2- 
liydroxyetliyl) (metliylsulfonyl) amino] isonicotinamide; 

N-{ (IS, 2R) -3- (benzylamino) -1- t3-f luoro-5- 
( trif luorometliyl ) benzyl ] -2 -hydroxypropyl } - 3 - 
t (dipropylamino) sulfonyl ]propanamide; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
isopropylbenzyl ) propyl ] -5-metliyl-N^ , N^-dipropylisoplithalamide ; 

N^- { ( IS , 2R) -l-benzyl-2-hydroxy-3 - [ ( 3 - 
metlioxybenzyl ) amino] propyl }-n'- [ (4-methoxyphenyl) sulfonyl] - 
beta-alaninamide ; 

3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -1- [3-f luoro-5- 
(trif luorometliyl) benzyl] -2-hydroxy-3- 
(isopentylamino) propyl ] propanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- [ (2- 
hydroxye thyl ) (methylsul f onyl ) amino ] nicotinamide ; 
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N^- [ (IS, 2R) -2-hydroxy-3- (isopentyl amino) -1- (4- 
isopropylbenzyl ) propyl] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-{ (lS,2R)-l-benzyl"2-hydro3Qr-3-[ (3- 
methoxybenzyl ) amino ] propyl } -N^- [ ( 4- 
methylphenyl ) sulf onyl ] glycinamide ; 

N-{ {lS,2R)-l-{3,5-difluorobenzyl)~3-[ (3- 
e thy Ibenzy 1 ) ainino ] - 2 -hydroxypropyl } - 5 - [ ( 3 - 
hydroxypropyl) (methylsulf onyl) amino] nicotinamide ; 

N- { { IS , 2R) -3- (benzylamino) -2-liydro3<y-l- [3- 
(trifluoromethoxy) benzyl] propyl} --3- . 
[ ( dipr opylamino ) sul f ony 1 ] propanamide ; 

N^-{ {lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } -N^- [ ( 4- 
f luoroplienyl ) sulf onyl ] glycinamide ; 

N^-{ (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- [3- 
( trif luoromethoxy ) benzyl ] propyl } -5-metliyl-N^ , N^- 
dipropy 1 i s oph thalamide ; 

N~ [ (IS, 2R) -3- (benzylamino) -1- (3-f luoro-4-methylbenzyl) -2- 
hydroxypropyl] -3- [ (dipr opylamino) sulf onyl] propanamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ettiylbenzyl ) amino] -2-]iydroxypropyl}-2- [ (3- 
metliosQ^ropyl ) (methylsulf onyl ) amino] isonicotinamide; 

N^- [ (IS, 2R) -3- (l)enzylamino) -2-hydroxy-l- (4- 
methoxybenzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-i (lS,2R)-l-ben2yl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl } -N^- [ ( 4- 
methoxyphenyl ) sulf onyl] glycinamide; 

3- [.(dipropylamino) sulf onyl] -N- [ (IS, 2R) -1- (3-f luoro-4- 
methylbenzyl) -2-hydroxy-3- (isopentylamino) propyl] propanamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydroxypropyl } - 5 - [ ( 3 - 
methoxypropyl ) (methylsulf onyl ) amino ] nicotinamide ; 

N- { ( IS , 2R) -1 -benzyl -2 -hydroxy-3 - [ ( 3- 
methoxybenzyl) amino] propyl} -3- [ (4- 
chlorophenyl ) sulf onyl ] propanamide ; 

N^- [ (IS, 2R) '-2~hydroxy-3- (isopentylamino.) -1- (4- 
methoxybenzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

3- [ (dipropylamino) sulf onyl] -N-{ (1S,2R) -2-hydroxy-l- (4- 
methoxybenzyl) -3- [ (3 -methoxybenzyl) amino] propyl} propanamide; 

N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethy Ibenzy 1 ) amino] -2 -hydroxypropyl} -1- (methylsulf onyl ) -IH- 
indole- 5 - cajrboxamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (4-f luoro-3-methylbenzyl) -2- 
hydroxypropyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thos^benzyl ) amino] propyl } -N^- (benzylsulf onyl ) glycinamide ; 

N- [ (lS,2R)-3- ( benzylamino) -2 -hydroxy-l-( 4- 
methoxybenzyl ) propyl ] -3 - [ (dipropylamino ) sul f onyl ] propanamide ; 
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N- { { IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
e thy Ibenzyl) amino] -2-hyclroxypropyl} -1- (methylsulf onyl) indoline 

5- carboxamide ; 

N-{ (IS, 2R) -l-benzyl-2-hydro3Qr-3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - [ ( 4 - 
f luorophenyl ) sul f onyl ] propanamide ; 

N^- [ (IS, 2R) -1- (4-fluoro-37methy Ibenzyl) -2 -hydroxy- 3- 
( isopentylamino) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -2-hydroxy-3- 
( isopentylamino ) -1- ( 4 -me thoxybenzyl ) propyl ] propanamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxypropyl}-l- (methylsulf onyl) indoline 
4 - carboxami de ; 

N^-{ (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
me thoxybenzyl ) amino] propyl } -N^- [ ( 4-chlorophenyl ) sulf onyl] -beta- 
alaninamide ; 

N^-{ (IS, 2R) -3- (iDenzylamino) -2-hydroxy-l- [3- 
( trif luoromethyl ) benzyl] propyl } -5-methyl-N^ ,N^- 
dipropylisophthalamide; 

N- [ (IS, 2R) -3- (benzylamino) -1- (4-chlorobenzyl) -2- 
hydroxypropyl] -3-[ (dipropylamino) sulfonyl ] propanamide; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3-1(3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -1- (methylsulf onyl) indoline 

6 - carboxami de ; 

N^- t (IS, 2R) -2-hydroxy-3- (isopentylamino) -1- (3- 
methy Ibenzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -N^- (benzylsulf onyl ) -beta- 
aleininamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -1- (methylsulf onyl) -IH- 
indo 1 e - 4 - c arboxami de ; 

N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino] propyl } -3- t ( 4- 
methoxyphenyl ) sul f onyl ] propanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-1(3- 
ethylbenzyl). amino] -2-hydroxypropyl} -3- 1 1-roethyl-l- 
(methylsulf onyl ) ethyl ] benzamide; 

N-{ (lS,2R)-l-benzyl-2-hydro3Qr-3-[ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - [ ( 4- 
me thylphenyl ) sulfonyl ] propanamide ; 

N^-[ (IS, 2R) -3- (benzylamino) -1- ( 3 -fluoro- 4 -me thoxybenzyl) - 
2 -hydr oxypr opy 1 ] - 5 -methyl -N^ , - dipr opy 1 i s ophthalamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- [ 1-methyl-l- 
(methylsulf onyl ) ethyl ] benzamide ; 

N^-{ (IS, 2R) -2-hydroxy-l- (3 -me thoxybenzyl) -3- [ (3- 
me thoxybenzyl ) amino ] propyl } -N^ , N^-dipropylpentanediamide ; 

N^-benzyl-N*-{ (1S,2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
me thoxybenzyl ) amino ] propyl } - 2 , 2 -dime thy Isuccinamde ; 
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N-{ (ls,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4- { ethylsulf onyl ) benzamide ; 

N-{ (1S;2R) -l-ben2yl-2-hydroxy-3-[ (3- 
methosqrbenzyl) aniino]propyl}-3- (1, l-dioxido-3-oxo-l, 2- 
benzisothiazol-2 (3H) -yl ) propanamide ; 

' N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l - (3- 
methoxybenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzy 1 ) amino ] - 2 -hydroxypropyl } -4 - 
(propylsulf onyl ) benzamide ; 

N-{ {1S,2R) -l-benzyl-2-hydro3Qr-.3-[ (3- 
methoxybenzyl ) amino] propyl } - 3 - { 1 , 3 -dioxo-1 , 3 -dihydro-2H- 
isoindol -2 -yl ) propanamide.; 

N^- [ (IS, 2R) -2-hydroxy-3- (isopentyl amino) -1- (3- 
methoxybenzyl ) propyl ] -N^ , N^-dipropylpentanediamide ; 

(2R)-N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl} - 2 -metliy 1-3- 
(plienylsulf onyl ) propanamide ; 

N-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl} -4- 
(pentylsulf onyl ) benzamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3-chloro-5-f luorobenzyl) -2- 
hydroxypropyl ] -N^ , N^-dipr opylpentanediamide ; 

(2S)-N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino ] propyl } -2 -methyl-3 - 
(phenylsulf onyl ) propanamide ; 

N-{(lS,2R)-l-(3,5 - di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- [ (2- 
hydroxyethyl ) sulf onyl ] benzamide ; 

N^- [ (IS, 2R) -1- (3-chloro-5-f luorobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -4- [ (2- 
methoxyethyl ) sulf onyl ] benzamide ; 

N^-'{ (IS, 2R) -1- (3 , 5-dichlorobenzyl) -2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl } -N^ , N^-dipropylpentanediamide ; 

N^-benzyl-N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
me tho3^benzyl ) amino ] propyl } pentanediamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3-r 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- [ (2- 
ethoxyethyl ) sulf onyl ] benzamide ; 

N-{ (lS,2R)-l-ben2yl-2-hydro3Q^-3-[ (3- 
methoxybenzyl ) amino ] propyl } -2 - 
[ (phenylsulf onyl ) methyl ] acrylamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -1- (3 , 5-dichlorobenzyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylpentanediamide ; 

N- { (IS, 2R) -1- ( 3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- [ (3- 
hydroxypropyl ) sulf onyl ] benzamide ; 
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N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } - 2 - 
[ (isopentylsulfonyl) methyl] acrylamide; 

N^- [ (IS, 2R) -1- (3,5-dichlorobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethy Ibenzyl ) amino ] -2 -liydroxypropyl } -2 , 3 -dihydro-1 - 
benzothiopliene-5-carboxamide 1 , 1-dioxide ; 

N^-{ (lS,2R)-l-benzyl-2-liydroxy-3-[ (3- 
metlioxybenzyl ) amino] propyl} -N^- [ (dipropylamino) carbonyl] -beta- 
alaninamide; 

N^-{ (IS, 2R) "2-hydro3^-l- (4-isopropylbenzyl) -3- [ (3^ 
metlioxybenzyl ) amino ] propyl 1 -N^ , N^-dipropylpentanediamide ; 

N-{ (1S,2R) -l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-benzothiop]iene-5- 
carboxamide 1 , 1-dioxide ; 

N^-{ (lS,2R)-l-benzyl-2"liydroxy-3-[ (3- 

methoxybenzyl ) amino ] propyl } -N^- 
t ( dipropylamino ) carbonyl ] glycinamide ; 

benzyl (4R)-4-{ [ ( (1S,2R) -l-benzyl-3-{ [3~ (dime tliyl amino) - 
2 , 2 -dime thy Ipropyl] amino} -2-hydroxypropyl ) amino] carbonyl} -1 , 3- 
oxazolidine-3-carboxylate conrpoiind with methyl hydroperoxide 
(1:2); 

N-{ (IS, 2R) -1-- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2-hydroxypropyl } -2 , 3-dihydro-l- 
benzothiophene-6-carboxamide 1, 1-dioxide; 

tert-butyl (2R, 3S) -2 -hydroxy- 3- { {2-hydro3<y-3 - [ (3- ^ ' ^ 
metho3c^henyl ) sulfonyl]propanoyl} amino) -4-phenylbutyl (3- 
methoxybenzyl ) carbamate; 

N- { ( IS , 2R) -1 - ( 3 , 5 -di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-l-benzothiophene-6- 
carboxamide 1, 1-dioxide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methyl-2, 3-dihydro-l, 2- 
benzisothiazole-6-carboxamide 1, 1-dioxide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2 -me thyl-2, 3-dihydro-l, 2- 
benzisothiazole-5-carboxamide 1, 1-dioxide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] -2-hydroxypropyl } -1-methyl-l , 3 -dihydro-2 , 1- 
benzisothiazole-6-carboxamide 2,2-dioxide; 

N^- [ (IS, 2R) -1- [3 - (benzyloxy) - 5 -f luorobenzyl] -2-hydroxy-3- 
( isopentylamino ) propyl] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^- { (IS, 2R) -3- (benzylamino) -1- [3- (benzyloxy) -5- 
f luorobenzyl ] - 2 -hydroxypr opyl } - 5 -methyl -N^ , N^- 
. dipropyli soph thai amide ; 

N^- [ (IS, 2R) -1- [3- (benzyloxy) -5 -f luorobenzyl] -2-hydroxy-3- 
{ isopentylamino ) propyl ] -N^ / N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 
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N-{ (IS, 2R) -1- [3- (benzyloxy) benzyl] -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -3 - 
t (dipropylamino) sulfonyllpropanamide; 

N^- [ (IS, 2R) -1- (cyclohexylmethyl) -2-hydroxy-3- 
(isopentyl amino ) propyl] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^- [ (IS, 2R) -1- [4- (benzyloxy)benzyl] -2-hydroxy"3- 
( isopentylamino ) propyl] -5-methyl-N^ , N^-dipropylisophtlialamide ; 

N^- [ (IS, 2R) -1- (cycloliexylmetliyl) -2-liydroxy-3- 
(isopentylamino) propyl] -N^N^-dipropylbenzene-1, 3, 5- 
tricarboxamide ; 

N^^ [ (IS, 2R) -3- (benzylaraino) -1- (cyclohexylmethyl) -2- 
hydroxypropyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide; 

N^-{ (IS, 2R) -3- {l>enzylamino) -1- [3 - (benzyl oxy) benzyl] -2- 
liydroxypropyl } -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide; 

N^- [ (IS, 2R) -1- [4- (benzyloxy) benzyl] -2-hydroxy-3- 
( isopentylamino ) propyl] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -2-liydroxy-3- [ (3- 
me tlioxybenzyl ) amino ] propyl ) - 3 - [hydroxy ( 2 -me tliylplienyl ) metfiyl ] - 
5-metliylbenzamide ; 

N^- [ (IR, 2S) -2 -hydroxy-3- (isopentylamino) -1- (4- 
metliylbenzyl ) propyl] -5-metliyl-N^ , N^-dipropylisophtlialamide ; 

N^-[ (lR,2S)-2-hydroxy-3-[ (3-metlioxybenzyl) amino] -l-.{4- 
methylbenzyl ) propyl] -5-metliyl-N^ , N^-dipropylisoplithalamide ; 

N^- [ (IR, 2S) -2 -liydroxy-3- (isopentylamino) -1- (4- 
methylbenzyl ) propyl ] -N^ , N^-dipropylbenzene- 1,3, 5-tricarboxamide ; 

N^- [ (IR, 2S) -2-liydroxy-3- t (3 -me tlioxybenzyl) amino] -1- (4- 
methylbenzyl ) propyl ] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

3-chloro-N-{ (IS, 2R)-1- (cycloliexylmetliyl) -2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl }benzamide ; 

3-chloro-N- ( (1S,2R) -1- (cyclohexylmethyl) -2-hydroxy-3-{ [3- 
( trif luoromethyl ) benzyl] amino}propyl ) benzamide; 

benzyl (2R, 3S) -4- (3 , 5'-dif luorophenyl) -3- [ (3- (4,4- 
dimethyl-2 , 5-dioxoimidazolidin-l-yl) -2-{ [ (1- 

propylbutyl ) sulf onyl] methyl }propanoyl) amino] -2-hydroxybutyl (3- 
ethylbenzyl ) carbamate ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl) amino]propyl}-7- (IH-imidazol-l-yl) -5, 6- 
dihydronaphthalene-2 -carboxamide ; 

2-{ [ ({ (lS,2R)-l-benzyl-2-hydroxy-3-t (3- 
methoxybenzyl ) amino ] propyl } amino ) carbonyl ] amino } -N , N- 
dipropylethcuriesul fonamide ; 

benzyl (2R, 3S) -4- (3 , 5-dif luorophenyl) -2-hydroxy-3- ( {N- (3- 
phenylpropanoyl) -3- [ (1- 

propylbutyl ) sul f onyl ] alanyl } amino ) butyl ( 3 - 
ethylbenzyl ) carbamate ; 

N^- [ (IS, 2R) -3- [ [ (benzyloxy) carbonyl] (3 -ethylbenzyl) amino] - 
1- (3 , 5-difluorobenzyl) -2-hydroxypropyl] -N^-{ [ (3S) - 
tetrahydrof uran-3 -yloxy] carbonyl } -D-leucinamide ; 
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{ (IS, 2R) -1- (3 , 5~dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 - ( [ 1 , 3 ] oxazolo [4,5- 
b] pyridin-2 -ylthio ) acetamide ; 

N-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [ (imidazo [1, 2-a]pyridin- 
2 -ylmetliyl ) thio] acetamide ; 

N-{ (1S,2R)-1- (3, 5-difluorobenzyl) -3-[ {3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 2- [ ( 5 , 7- 
dimethyl [1, 2 , 4] triazolo [4, 3-a]pyrimidin-3-yl) thio] acetamide; 

N-{ (lS,2R)-l- (3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 , 3-dihydro-lH- 
cyclopenta [b] quinoline-9-carboxamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4-hydroxy- 6- oxo-1 -phenyl - 
1 , 6 -dihydropyr idazine-3 -carboxamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1 , 3-dioxoisoindoline-5- 
carboxamide; 

l-benzyl-N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -IH-imidazole- 2 -carboxamide ; 

N-{ ( IS, 2R) -1- { 3, 5-dif luorobenzyl) -3- [( 3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (4, 4-dimethyl-4, 5- 
dihydro-1, 3-oxazol-2-yl) thiophene-3-carboxamide; 

N- { ( 1 S , 2R) -1 - ( 3 , 5 -di f luorobenzyl )-3-I(3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2-isobutyl-l , 3 - 
dioxoisoindoline-5 -carboxamide; 

N-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5-oxo-2-phenylpyrazolidine- 
3 -carboxamide ; 

N- { { IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5 , 6-dimethyl-^4-oxo-3 , 4- 
dihydrothieno [2 , 3-d] pyrimidine-2 -carboxamide; 

N-{(lS,2R)-l-(3, 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- [(2,4- 
di f luorobenzyl )"6:^] propanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl }thieno [2 , 3-c]pyridine-2- 
carboxamide; 

N- { ( IS , 2R) -1 - ( 3 , 5-dif luorobenzyl ) -3 - 1 ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- ( 2 -methyl -IH- 
benzimidazol-l-yl) -4-oxobutanamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- (2, 5-dioxopyrrolidin-l- 
yl ) - 4 -me thy Ibenz amide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } thieno [ 3 , 2 -b ] pyridine- 5- 
carboxamide ; 

N-{ (IS, 2R)'-1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2, 3-dihydro-lH-indol-l- 
yl ) -4-oxobutanamide; 
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N-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (1, 3-dioxooctahydro-2H- 
isoindol-2-yl ) butanamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] ^2-hydroxypropyl}-N^- [ (4- 
metliylphenyl ) sulf onyl ] -beta-alaninamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
etliylbenzyl) amino] -2-]iydro3<ypropyl} -4- (lH-indol-3-yl) -4- 
oxobutanamide ; 

N^- (anilinocarbonotiiioyl) -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- 1 (3-ethylbenzyl) amino] -2- 
hydroxypropyl } glycinamide ; 

N-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) amino ] -2-laydroxypropyl } -3-metliyl-4-"Oxo-4 ,5,6,7- 
tetrahydro-lH-indole-2-carboxamide; 

N-{ (1S,2R)-1- (3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -5 , 6 , 7 , 8"tetraliydro-4H- 
cycloliepta[c] isoxazole-3-carboxamide; 

4- [2- (dietliylamino) ethoxy] -N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ {3-etliylben2yl) amino] -2- 
hydroxypropyl }benzamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-liydroxypiropyl} -N^- [ (4- 
me tliy Iplienyl ) sul f ony 1 ] glycinamide ; 

N- { (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ ( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (3 , 5-dioxo-l ,2,4- 
triazolidin-4-yl) benzamide ; 

N- { (IS , 2R) -l--( 3 , 5-dif luorobenzyl ) -3- [ ( 3 - 
ethylbenzyl ) amino] -2-hydroxypropyl} -4- (2- 
hydroxyethoxy) ben z amide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (1, 3-dithian-2-yl) -3- 
furamide; 

4- (3-chlorophenyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 -ethylbenzyl ) amino ] -2-hydroxypropyl } -2 -hydroxy-4- 
oxobutanamide or 2479; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2 -methyl -5 ,6,7,8- 
tetrahydro-4H-pyra2olo [1, 5 -a] a2epine-3-carboxamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl}-!- {4-f luorophenyl) -1,4,5,6- 
tetrahydrocyclopenta [ c] pyrazole-3-carboxamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl}- 5, 6-dihydro-4H- 
cyclopenta [b] thiophene-2-carboxamide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 , 6, 6-trimethyl-4-oxo- 
4 , 5 , 6 , 7-tetrahydro-l-ben2of uran-2-carboxamide; 
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{ ( IS , 2R) - 1 - ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-7-methoxy-4-oxo-l,2, 3,4- 
tetrahydronaphthalene-2 -carboxandde ; 

N- { (IS , 2R) -1- (3 , 5"dif luorobenzyl) -3- [ ( 3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 3 -dioxo-1 ,2,3,4- 
tetrahydroquinoxaline-6-carboxamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4 , 5 , 6 , 7 - tetrahydro-2H- 
indazole-3-carboxamide ; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3 - [ ( 3- 

ethylbenzyl) amino] - 2 -hydroxypropyl} -5 -me thyl-4-oxo- 3 , 4- 

dihydrothieno [2 , 3-d]pyrimidine-6-carboxamide; 
N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-7-f luoro-4H-imidazo[5, 1- 

c] [l,4]benzoxazine-3-carboxamide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (3-f luoro-4- 
methoxyphenyl ) -4-oxobutanamide ; 

methyl 4- ({ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} amino) -4-oxobutyl- 
(dithiocarbamate) ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} [1,2,4] triazolo [4,3- 
a ] pyridine- 6 - carboxamide ; - 

N- { (IS ; 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1-phenyl-l ,4,5, 6- 
tetrahydrocyclopenta[c]pyrazole-3-carboxamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [ (4- 
methylphenyl ) sulf onyl ] acetamide ; 

3- (2-chlorophenyl) -2-cyano-N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl }propanamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (4-methylphenyl) -4- 
oxobutanamide ; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2-hydroxy-5- 
methylphenyl ) -4 -oxobutanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- (2 , 5-dioxo-2, 5-dihydro- 
IH-pyrrol-l-yl ) benzamide ;. 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-4-oxo-4- thien-2- 
ylbutanamide or 2379; ... 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- - 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2 , 5-dioxo-2, 5-dihydro- 
IH-pyrrol-l-yl) -2-hydroxybenzamide; 
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N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- (2 , 5^dioxopyrrolidin-l- 
yl ) benzamide ; 

4- [ (aminocarbonyl) amino] -N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ {3-etlxylbenzyl) amino] -2- 
hydr oxypr opy 1 } benzamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2 -hydroxypropyl } -4- 
t (trifluoroacetyl) amino] butanamide; 

5- bromo-N^- ( (IS, 2R) -2-liydroxy-l- (pentaf luorobenzyl) -3- { [3- 
( tri f luoromethyl ) benzyl ] amino }propyl ) -N^ , N^- 
dipropylisoplitlialamide ; 

N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-liydroxypropyl}-2-- [ (1- 
hydr oxycyc lopentyl ) thi o ] acetamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - ( 2 - 
oxocyclpliexyl ) propanamide ; 

N-{ (1S,2R) -l-(3, 5-dif luorobenzyl) -3- t (3- 
ettiylbenzyl) amino] -2 -hydroxypropyl} -4- (2-naphthyl) -4- 
oxobutanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] t2 -hydroxypropyl} -3 -oxo-2 , 3-dihydro-lH- 
indazole-4-carboxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1 , 3 - dimethyl -IH- thi eno [2,3- 
c ] py r a zo 1 e - 5 - carboxaitd de ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^- 
[ (dimethylamino) sulf onyl] valinamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (2-furyl) -4- 
oxobutanamide ; 
N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (5-methyl-4-phenyl-l, 3- . 
. oxazol-2 -yl ) benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 6 - 
dioxohexahydropyrimidine-4-carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5 , 7-dimethoxy-l-oxoindane- 
2 -carboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- ( 2 -pyridin-2 - 
ylethyl ) pentanedi amide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- [4- {2-furoyl)piperazin-l- 
y 1 ] - 4 - oxobu t anamide ; 



-1161- 



wo 03/040096 



PCT/DS02/36O72 



N' - [ (IS, 2R) -1" (3 , 5-dif luorobenzyl) -2 -hydroxy- 3- { {3-[ (IZ) - 
prop- 1 - en- 1 -y 1 ] benzyl } amino ) propyl ] - 5 -methyl -N , N- 
dipropylisophthalamide ; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl) amino] -2-hydro3cypropyl}-4-oxo-4, 5, 6, 7-tetrahydro-l 
benzof uran-3 -carboxamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [(3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-oxo-l- (thien-2- 
ylmethyl ) pyrrolidine-3 -carboxamide ; 

2- [ (cyanomethyl) thio] -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3- [ (3 -ethylbenzyl) amino] -2-hydro3Q^ropyl}nicotinamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l- (2-furoyl) -4- 
hydroxyprol inamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4, 5-dihydrofuro [2 , 3- 
g] [2,1] benzi soxazole-8 -carboxamide ; 

methyl 3- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
e thylbenzy 1 ) amino ] -2 -hydroxypr opyl } amino ) carbony 1 ] - 5 - 
methyl thiophene- 2 - sul f ena t e ; 

2- (acetylamino) -2- (lH-1, 2, 3-benzotriazol-l-yl) -N- 
{ (IS, 2R) -1- (3 , Srdifluorobenzyl) -3- [ (3 -ethylbenzyl ).amino] -2- 
hydroxypr opyl } acetamide ; 

1 - { [ { cyclohexylamino ) carbonyl ] amino } -N- {(lS,2R)-l-(3,5- 
di f luorobenzyl) -3- [ ( 3 -ethylbenzyl) amino] -2- 
hydroxypropyl } cyclopropanecarboxamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-^2- (2-ethyl-4H- 
[1,2,4] triazolo [1 , 5-a] benzimidazol-4-yl ) acetamide; — - 

(2E)-N^-{(lS,2R)-l-(3,5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypr opyl}-N^- [4- (1, 3-oxazol-5- 
yl ) phenyl ] but- 2 -enediamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amiirio ] -2 -hydroxypr opyl }-l,3,4,5- 
tetrahydrothiopyranO'[4, 3-b] indole- 8 -carboxamide; 

4-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypr opyl} -1 , 3 -dimethyl -IH- 
pyrazo lo [ 3 , 4 -b ] pyridine- 5 - carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3 , 4-dihydro-2H-l, 5- 
benz odi oxepin- 7 -y 1 ) - 4 - oxobu t anami de ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (l-oxidothiomorpholin-4- 
yl ) butcinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4-oxo-4- (2-thioxo-l,3- 
benzothiazol-3 (2H) -yDbutanamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypr opyl } -8H- thieno [2 , 3 -b] indole-2 - 
carboxamide; 



-1162- 



wo 03/040096 




PCT/US02/36072 



N-{ {1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3 , 4-dihydro-2H-l , 5- 
benzodioxepine- 7 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4H-cliromeno [3,4- 
d] isoxazole-4-carboxamide; 

4- (3,4-dicliloroplienyl) -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) - 
3 - [ ( 3 -etliylbenzyl ) amino ] -2 -liydroxypropyl } -4 -oxobutanamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3 , 4-dif luoroptienyl) -4- 
oxobutanamide ; 

N-{ {1S,2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydro3cypropyl}-4- (3 , 4-dif luorophenyl) -2- 
methyl-4-oxobutanamide ; 

. N-{ (1S,2R) -1- (3, 5-difluorobenzyl ) -3- [ (3- 
etlxylbenzyl) amino] -2 -liydroxypropyl} -4- (3 , 4-dif luorophenyl) -2- 
methoxy- 4 -oxobutanamide ; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -liydroxypropyl } -2-hydroxy-4-oxo-4- [3- 
( tr i f luor ome thy 1 ) phenyl ] but anamide ; 

N-{ (1S,2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxyprQpyl}-2-hydroxy-4-oxo-4-thien-2- 
ylbutanamide ; 

4- (3,4-dichlorophenyl) -N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) - 
3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl}-2-hydroxy-3-methyl-4- 
oxobutanamide ; 

N-{ (1S,2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [ (2-ethyl-l-oxo-2 , 3- 
dihydro-lH-isoindol-5-yl ) oxy] propanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 

ethyll)enzyl ) amino] -2 -hydroxypropyl } -3-oxoisoindoline-l- 
carboxamide ; 

N-{ {1S,2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (7-methoxy-l-benzofuran- 
2-yl) -4-oxobutanamide; ■ " . 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4H-chromeno [3,4- 
d] isoxazole-8-carboxamide; — 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-2-methyl-4-oxo-4H-chromeneT.. . 
6-carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2- ( [ 1 , 2 , 4 ] triazolo [4,3- 
b]pyridazin-6-ylthio) acetandde; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- - 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (1 , 1- 
dioxidotetrahydrothien-2 -yl ) acetamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3 , 4-dihydro-2H-chromen- 
6-yl ) -4-oxobutanamide ; 
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N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2"etliyl-3-oxoisoiiidoline-l- 
carboxamide; 

4- [2- (acetylamino) -4, 5-dimethylphenyl].-N-{ (1S/2R) (3 , 5- 
difluorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-4- 
oxol>utanamide ; 

N-{ (1S,2R) -1- (3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-4- (4-hydroxyplienyl) -4- 
oxobutanamide ; 

2 - [ ( 6-chloro [1,2 , 4] triazolo [4 , 3-b]pyridazin-3-yl) oxy] -N- 
{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 ( 3 -ethylbenzyl) amino ] -2- 
liydroxypropyl } acetamide ; 

N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-t (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropy 1 } - 2 -hydroxy- 4 - ( 3 - 
methoxyphenyl) -4-oxobutanamide; 
N-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-hydroxy-4-oxo-4-thien-3- 
ylbu t anami de ; 

3- chlorophenyl 4- { { (IS, iZR) -1- (3 , 5-dif luorobenzyl) -3- [ (3- - • 
ethylbenzyl) amino] -2-hydroxypropyl}amino) -4-oxobutanoate; 

4- (4-chloro-2-hydroxyphenyl) -N-{ (IS, 2R) -1- (3,5- 

dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl}-4- 

oxobutanamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3-[ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-6-{ [ (4- 

methylphenyl ) sul f onyl ] amino } -4-oxohexanamide ; 
N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino ] - 2 -hydr oxypropy 1 } - 2 - ( 6 -hydroxy- 3 -oxo-2 , 3 - 

dihydroiitiidazo [2 , 1-b] [1, 3] thiazol-2-yl).acetamide; 
N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydro3Q^ropyl}-2- (4, 5-dihydro-l, 3-thiazol- 

2- ylthio ) acetamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-lH-imidazo [1, 2-b]pyrazole- 
Srcarboxamide ; 

4- (l-benzofuran-2-yl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3 - [ ( 3 -ethylbenzyl ) amino ] - 2 -hydr oxypropyl } - 4~-oxobutanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydr oxypropyl } -4- ( 6-methoxy-l , 1 ' -biphenyl- 

3- yl) -4-oxobutanamide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (4-methoxyphenyl) -4- 
oxobutanamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4-.(2., 3-dihydro-l, 4- 
benzodioxin-6-yl) -4-oxobutanamide; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2-oxo-2, 3-dihydro-l, 3- 
benzoxazol-5-yl) acetamide; 
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N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2-oxo-2, 3-dihydro-lH- 
benzinddazol-S-yl) acetamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -9-oxo-l ,2,3,9- 
tetrahydrocyclopenta [b] cliromene-V-ccurboxaniide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-'metliyl-lH- . 
benzo[g] inda2ole-3-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
etllylbenzyl) amino] -2-hydroxypropyl}-4, 5-dihydronapllt]lo[2,l- 
d] isoxazole-3-carboxamide; 
N- { (IS, 2R) "1- (3 , 5-dif luorobenzyl ) -3- [ ( 3- 
etliylbenzyl ) amino] -2-hydroxypropyl } -2- { tetraazolo [1,5- 
b] pyridazin-6-ylthio) acetamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
etliylbenzyl) amino] -2-hydroxypropyl} -4- (5-methyl-lH-pyrrol-2- 
yl ) -4-oxobutcLnamide ; 

N-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl) amino] "-2-hydroxypropyl } - 4- 
{ [ (trif luoromethyl) sulfonyl] amino }butanamide; 

N-[ (IS, 2R) -3- (2-acetyl-l-ethylhydrazino) -l-benzyl-2- 
hydroxypropyl] -2- [ (methylsulfonyl) amino] -1, 3-thiazole-4- 
carboxamide; 

N- { ( IS , 2R) -1 - ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- (l-hydroxy-2- 
propylpentyl ) benzamide ; 

N^-[ (lS,2R)-3-[ (2-{4-[ (3- 
chlorobenzyl) oxy] phenyl} ethyl) amino] -1- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] -5 -methyl -N^ , N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
morpholin-4 -ylpropyl ) amino ] propyl } -5 -methyl -N^ , N^- 
dipropylisophthalamide ; 

ethyl 4- { [ (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 

[ (dipropyl amino) carbonyl] -5-methylbenzoyl}amino) -2- 

hydroxybutyl] amino}piperidine-l-carboxylate ; 
N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- 

[ (methylsulfonyl ) acetyl ] -N^-pentylglycinamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 -{ [ (2R) -2- 
(methoxymethyl ) pyrrolidin-l-yl ] sulfonyl }propanamide; 

N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- { [ (2S)-2- 
(methoxymethyl ) pyrrolidin-l-yl ] sulfonyl }propanamide ; 

ethyl 4-{ [ (2R,3S)-3-({3- 
[ (dipropyl amino) carbonyl] benzoyl} amino) -2-hydroxy-4- 
phenylbutyl ] amino }piperidine-l-carboxylate ; 

N^- ( (IS, 2R) -l-benzyl-3-{ [ {3R) -l-benzylpyrrolidin-3- 
yl] amino} -2 -hydroxypropyl) -N^,N^-dipropylisophthalamide; 
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methyl (2E) -2- [2- ( { (IS, 2R) -1 -benzyl- 2 -hydroxy- 3- [ (3- 
methoxybenzyl ) amino ] propyl } amino ) -2 -oxoethyl ] -4-methylpent-2 - 
enoate; 

N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-t (3- 
methoxybenzyl ) amino] propyl } -N^- ( 4-methoxybenzyl ) succinamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzy 1 ) amino ] propyl }-3-{[(4- 
f luorophenyl ) sul f onyl ] amino } - 3 -me thylbu t anamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -9 , lO-dioxo-9 , 10-dihydroantliracene- 
2 -carboxamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl) amino] propyl} -4- (benzyl oxy)benzamide; 

N'-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzy 1 ) amino ] propyl } -N-methyl -N-phenylur ea 

N'-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl ) amino] propyl } -N, N-diisopropylurea 

N»-{ (lS,2R)-l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -N, N-diphenylurea 

N'-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3— " - 

me thoxybenzyl ) amino ] propyl } -N , N-dimethyl\irea 

methyl 2-{ '[ ( { (IS, 2R> -l-benzyl-2-hydroxy-3 - [ (3- 
me thoxybenzyl ) amino ] propyl } amino ) carbonyl ] amino } benzoat e ; 

phenyl (1S,2R) -l-benzyl-2-hydroxy-3- [ (3- 
me tho3Qrbenzy 1 ) amino ] pr opy lcari>araate ; 

2-methoxyethyl (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
me thoxybenzyl ) amino ] propylcarbamat e ; 

2- (benzyloxy) ethyl (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl carbamate ; 

prbp-2-ynyl (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
me thoxybenzyl ) amino ] propylcarbamat e ; 

( IR , 2 S , 5R) -2 -isopropyl -5 -methylcyci ohexyl " ( IS ; 2R) -1 - 
benzyl -2 -hydroxy- 3- [ (3-me thoxybenzyl) amino] propyl carbamate; 

pentyl (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [ (3- , 
methoxybenzyl ) amino ] propylcarbamate ; 

neopentyl (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
me thoxybenzyl ) amino ] propylcarbamate ; 

N^- [ ( IS , 2R) -3 - { [ ( 6-chloroimidazo [ 2 , 1-b] [1,3] thiazol- 5- 
yl ) methyl ] amino } -1- ( 3 , 5 -dif luorobenzyl ) -2 -hydroxypropyl ] -5- 
methyl -N^ , N^-dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3-{ [ (4-oxo- 
4H-cliromen-3-yl) methyl] amino}propyl) -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -2-hydroxy-3- [ (1,7 ,7- 
trimethylbicyclo [ 2 • 2 . 1 ] hept-2 -yl ) amino] propyl } - 5-methyl-N^ , N^- 
dipr opy 1 i s ophtlial amide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -2-hydroxy-3-[ (3- 
iodobenzyl) amino] propyl} -4- (3 -methyl- 5-oxo-4, 5-dihydro-lH- 
pyrazol-l-yl ) benzamide; 
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N^- [ {1S,2R) -3- [ {l-acetylpiperidin-3-yl) amino] -1- (3,5- 
dif luorobenzyl ) -2-hydroxypropyl ] -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-etlioxy-5- 
methylisophthalamide ; 

N^- (allyloxy) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [( 3- 
e tliylbenzy 1 ) amino ] - 2 -hydr oxypropyl } - 5 -me thy 1 i s ophtlialamide ; 

N^-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-N^-isobutoxy-5- 
methylisoplithalamide ; 

N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -"2-liydroxypropyl} -5-metliyl-N^- (2,2,3,3,3- 
pentaf luoropr opyl ) i soplitlialamide ; 

ethyl 4-({-3-[ ({ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } amino ) carbonyl ] -5- 
me thylbenzoyl } amino ) butanoat e ; 

N^'-{ (IS, 2R) -1- (3 > 5 -dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5-methyl-N^ , N^-bis (2,2,2- 
trif luoroethyl) i soph thai amide ; 

N^-{ (IS, 2R) -1- (3 , S-dif luorobenzyl) -3- [ (3- 
e thylberizyl ) amino ] -2 -hydroxypropyl } -N^-e thyl -N^ - t ( 1 - 
ethylpiperidin-4-yl) carbonyl] -5-methylisophthalamide; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- (2,2,3,3,4,4,4- 
hept af luorobuty 1 ) - 5 -methyl i sophthalamide ; 

N^- (l-benzylpyrrolidin-3-yl) -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl }-N^- • 
e thy 1 - 5 -me thy 1 i s oph tha 1 ami de ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] ^2.rhydroxypropyl } -5-methyl-N^- 
(tetrahydrofuran-2-ylmethyl) i sophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (3R) -2- 
oxoazepan-3-yl] amino} propyl) -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (1 , l-dioxido-3 , 4- 
dihydro-2H-l, 2-benzothiazin-4-yl) amino] - 2 -hydroxypropyl }- 5- 
methyl-N^ , N^-dipropyli sophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 3- [2 - {4- 
methylpentanoyl ) hydrazino ] propyl } -5 -methyl-N^ , N^- 
dipr opy 1 i sophtha 1 ami de ; 

N-{ (lS,2R)-l-(3,^5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- [ (3- 
ethylphenyl ) sul f onyl ] propanamide ; 

• N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl }-2,2,3,3,4, 4-hexaf luoro- 
, N^-dipropylpentariediamide 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 -phenyl -N^ , N^- 
dipropylpentanediamide ; 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl.} -3- [ (3- 
hydr oxypropyl ) (methyl sul f onyl ) amino ] benz amide ; 

N- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- [ (2- 
hydrojQre thyl ) (me thylsul f onyl ) amino ] benzamide ; 

V- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl)amino]-2-hydroxypropyl}-5-{ [ (2R)-2- . 
(methoxymethyl ) pyrrolidin-l-yl ] sulf onyl } -N^ , N^- 
dipropyl isophthalamide ; 

N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] - 2 -liydr oxypropyl } -4- [ ( 3 - 
hydroxypropyl ) (metliylsulf onyl ) amino] benzamide ; 

- 5-bromo-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 3- 
[ (3-iodobenzyl) amino]propyl}-N^,N^-dipropylisophthalamide; 
N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - 
{ [ ( trif luoromethyl ) sulf onyl ] amino } benzamide ; 

N^- [ (IS, 2R) -2-hydroxy-3- [ (3-methoxybenzyl)amino] -1- (thien 
2-ylmethyl ) propyl] -N^ , N^-dipropylbenzene-1 , 3 , 5-tricarboxamide ; 

N^- { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- (4-me thy 1-1, 3-oxa201-2- 
yl ) -N^ , N^-dipropylisophthalamide ; 

N^- { ( IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^,N^-dipropyl-5- (1,3- 
thiazol-2-yl) isophthalamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3r- 
[ (methyl sulf onyl ) amino] benzami de; 

. 4-({(l-S,2R)-l-(3,5Tdifluorobenzyl)-3-[(3- .. 
ethylbenzyl ) amino] -2 -hydroxypropyl } amino) -4-oxo-3- { [ ( 1- 
propylbutyl) sul f onyl] methyl }butanoic acid trif luoroacetate; 

N^- [ (IS, 2R) -l-( 3, 5-dif luorobenzyl) -2-hydroxy-3- 
(isopentylamino) propyl] -5- [ (methylsulf onyl) amino] -N^,N^- 
dipropylisophthalamide ; 

N^-{(lS,2R)-l-(3,5-di f luorobenzyl ) -3 - [ ( 3 - 
' ethylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 - ( 1 , 3 - oxazol -2 -yl ) -N^ , - 
dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- [ (1- 
propylbutyl ) sul f onyl ] propanamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -5- ( 1 , 3 -oxa:zol-2 -yl ) -N^ , N^- 
dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino] propyl } - 2 - [ (methylsulf onyl ) amino] -1,3- 
thiazole-4-carboxamide ; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- 
( i sopentylamino ) propyl ] -N^ , N^-dipropyl - 5 - 
{ [ (trif luoromethyl) sulf onyl] amino} isophthalamide; 
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N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydr oxypropy 1 } - 3 - 
( isopentylsul f onyl ) propanamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3"{ [ (1-methyl-lH-imidazol- 
4-yl)sulfonyl] amino }benzamide tri; 

N-{ (IS/ 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } -4- 
{ t (trifluoromethyl) sul f onyl] amino }benzamide; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- . 
e tliylbenzyl ) amino ] - 2 -hydroxypropyl }-3-{[(2- 
hydroxyethyl ) (propyl ) amino] sulf onyl }propanamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3 - 
e thy Ibenzyl) amino] -2 -hydroxypropyl} -3- (1, 3-oxazol-2- 
yl ) benzamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl}- 5- { [ (2-hydroxy-l, 1- 
dimethylethyl ) amino ] sulf onyl } -N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- { [ (2-hydroxy-l , 1- 
dimethylethyl) amino] sulf onyl }benzamide; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- { [ (3- 
hydroxypropyl ) amino] sulf onyl } -N^ , N^-dipropylisophthalamide ; 

N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [ (methylsulfonyl) amino] - 
1, 3-thiazole-4-carboxamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (phenylacetyl) -3- [ (1- 
propylbutyl) sulf onyl] alaninamide; 

N^-{ (IR, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^-benzyloxycarbonyl-3- [ (1- 
propylbutyl ) sulf onyl ] alaninamide trif luoroacetate ; 

N^-{ (1S,2R) -l-.(3, 5-dif luorobenzyl) -3- 1 (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- (3-methylisoxazol-4-yl) - 
, N^-dipropylisophtlialamide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -5- ( { [2- 
(methylamino ) ethyl ] amino } sul f onyl ) -N^ , N^- 
dipropylisophtlaalamide; ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
. ethylbenzyl) amino] -2 -hydroxypropyl} -5- { [ (2- 
hydroxyethyl ) amino] sulf onyl } -N^ , N^-dipropylisophthala ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] -2 -hydroxypropyl } -4- 
[ (methylsulfonyl) amino] butanamide, • 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl) amino] -2 -hydroxypropyl} -5- (piperazin-l-ylsulf onyl) - 
, N^-dipropylisophthalamide ; 
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N-{ (IS, 2R) «1- {3 . 5-dif luordbenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - 
[methyl (methylsulfonyl) amino] benzamide; 

5- { Ibis ( 2 -hydroxyethyl ) amino] sulf onyl } -N^- { ( IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-liydroxypropyl}-N\N^ 
dipr opyl isophthalamide ; 

N"{ {1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2 , 8-dimetliylquinoline-3- 
carboxamide ; 

2-{ [ (2R. 3S) -4- (3, 5-dif luoroplienyl) -3- ( {3- 
[ ( dipr opyl am i no ) carbonyl ] - 5 -metliylbenzoyl } amino ) -2 - 
liydroxybutyl] amino} ethyl 2 , 4-dif luorophenylcarbamate; 

5- (aminosulfonyl) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl)-3- . 
[ (3 -ethylbenzyl) amino] -2-hydroxypropyl}-N^,N^- 
dipropylisophthalamide; . 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^,N^-dipropyl-5- (IH- 
pyrazol-4-yl) isophthala; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3-hydro3Qrisoxa2ole-5- 
carboxamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (l-methyl-lH-imidazol-2- 
yl) "N^,N^-dipropylisophthalamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino]"2-hydroxypropyl}-3-{ t {2R)-2- 
(methoxymethyl ) pyrrolidin-l-yl ] carbonyl } -5 -methylbenzamide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3-[ (3r 
ethylbenzyl) amino] -2 -hydroxypropyl}- 5- { [ (2- 
hydroxyethy 1 ) amino ] sul f onyl } -N^ -propyl i s oph thai amide ; 

N^-{(lS,2R)-l-(3,5-dif luor oben zy 1 ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-5- ( { [ (IS) -2-hydroxy-l- 
methylethyl] amino}sulf onyl) -N^,N^-dipropylisophthalamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^N^-diethyl-5- (1, 3-oxazol 
2 -yl ) isophthalamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl }-3-{[(2S)-2- 
{ methoxymethyl ) pyrro 1 i din- 1 -yl ] carbonyl } - 5 -methylbenzamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- . 
ethylbenzyl) amino] -2-hydroxypropyl}-5-{ [ (2S) -2- 
(hydroxymethyl ) pyrrolidin-l-yl] sulf onyl} -N^ , N^- 
dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- ( { [ (IR) -2-hydroxy-l- 
methylethyl ] amino } sulf onyl ) -N^ , N^-dipropyl isophthalammide ; 

N^- ( (IS , 2R) -2-hydroxy-l-. (2,3, 5 -trif luorobenzyl) -3 - { [3- 
( trif luoromethyl ) benzyl] amino }propyl) - 5 -methyl -N^,N^- 
dipropylisophthalammide ; 
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N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
e thylbenzyl ) amino ] - 2 -hydrosQpropyl } - 3 - { 2 -ethyl - 1 - 
hydroxybutyl ) benzainmide ; 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5- 
t (dime thy lamino) sulf onyl] -N^N^-dipropy^isophthalammide; 

N^- [ (IS, 2R) - 3-{ [1- (aminocarbonyl) cyclohexyl] amino}-!- (3,5 
dif luorobenzyl) -2-hydroxypropylJ-5-methyl-N^,N^- 
dipropylisophthalammide ; 

N^- [ (lS,2R)-3-{ [2- (aminosulfonyl) ethyl] amino}-!- (3,5- 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^,N^- 
dipropylisophthalammide ; 

N^- { (IS, 2R) -!- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (1- 
methylhexyl ) amino] propyl } -5-methyl-N^ ,^N^- 
dipropylisophthalammide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (2- 
hydroxyprppyl ) amino] propyl } -5-methyl-l^^ , N^- 
dipr opy 1 i s oph tha 1 ammi de ; 

N^- { ( IS , 2R) -!- ( 3 , 5-dif luorobenzyl) -3 - [ (2- 
e thylhexy 1 ) amino ] - 2 -hydroxypropyl } - 5 -methyl-N? , N^- 
dipr opyl i sophthalammide ; 

N^- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -2-hydroxy-3- [ (4- 
pheny Ibutyl ) amino ] propyl }- 5 -me thy 1 -n\ - 
dipr opyl i sophthalammide ; 

N^-[ (IS, 2R)-l-(3, 5-dif luorobenzyl) -2-hydroxy-3- 
( penty lamino ) propyl ] - 5 -methyl -N^ , -dipr opyl i s ophthal aramide ; 

N^-{ (1S,2R) -!- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (5- 
hydroxypentyl) amino ] propyl }-5-me thy 1-N^,N^- 
- dipr opy 1 i sophthalammide ; 

N^-{ (1S,2R) -!- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (6- 
hydroxyhexyl ) amino ] propyl } - 5 -methyl -N^ , N^- 
dipropylisophthalammide ; 

N^-[ (1S,2R) -3-[ (3-butoxypropyl)amino]-l-(3,5- 
dif luorobenzyl ) -2-hydroxypropyl] -5-methyl-N^ , N^- 
dipr opy 1 i s ophthalammide ; 

• N^- ( (1S,2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [ (2R) -2- 
hydroxypropyl] amino}propyl) -5-methyl-N^,N^- 
dipropylisophthalammide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-ethyl-N^-methyl-5- (1,3- 
oxazol-2-yl) isophthalammide; 

N^-{ (!S,2R) -1- (3, 5 -dif luorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-methyl-5- (1, 3-oxazol-2- 
yl ) -N^ -propyl i soph thalammide ; 

N^-{ (1S,2R) -1- (3, 5 -dif luorobenzyl) -3- 1 (3- 

ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , NA-dipropyl-5- 
(pyrrolidin-l-ylsulfonyl) isophthalamide hydrochlormide; 

N^- [ ( IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- 
(isopentylamino) propyl] -5- { [ (2-hydroxy-l, 1- 
' dimethylethyl) amino] sulf onyl }-N^ N^-dipropylisophthalammide ; 
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N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hycaroxypropyl}-5- (1, 3-oxazol-5-yl)-N^,N^- 
dipropylisophthalaInide hydrochlonaide; 

N^- { ( IS , 2R) -1- ( 3 , 5--dif luorobenzyl ) -3 - [ ( 3 - 
e thynylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 - { 1 , 3 -oxazol -2 -yl ) -N^ / N^- 
dipropylisophthalamide hydrochlormide; 

N^-butyl-N^-{ (IS, 2R)-1- {3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-N^-metliyl-5- (1, 3-oxazol-2- 
yl) isophthalammide; 

N^-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [(3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^,N^-dimethyl- 5- (1,3- 
oxazol-2-yl) isoplitlialammide; 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
etliylbenzyl) amino] -2 -hydroxypropyl }-N^-ethyl-5- (1, 3-oxazol-2- 
yl ) -N^-propylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ {3- 
ethynylben2yl) amino] -2-hydroxypropyl>-N^,N^-dipropyl-5- (1,3- 
thiazol-2-yl) isophthalamide hydrochlormide; 

N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - { [ { 1- 
pr opy Ibu ty 1 ) amino ] sul f ony 1 } pr opanarami de ; - * • 

N^-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- • ' 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- { [ (2R) -2- 
(hydroxymethyl ) pyrrolidin-l-yl ] sulf onyl } -N^. , N^- 
dipropyli sophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethynylbenzyl) amino] -2 -hydroxypropyl}- 5- { [ (2-hydroxy-l, 1- 
dimethylethyl ) amino ] sulf onyl } -N^ , N^-dipropylisophthalammide ; 

N^- t (IS, 2R) -1- (3, 5-difluoroben2yl) -2-hydro3<y-3- 
( isobutylamino) propyl ] -5- ( 1 , 3-oxazol-2-yl ) -N^ , N^- 
dipropylisophthalamide hydrochlormide; 

5-bromo-N^- ( (IS, 2R) -1- [3-f luoro-4- 
(trif luoromethyl) benzyl] -2-hydroxy-3-{ [3- 
( tr i f luoromethyl ) benzyl ] amino } propyl ) -N^ , - 
dipropylisophthalammide ; 

5 -bromo-N^- ( ( IS , 2R) -2-hydroxy-l- (2,3, 4- trif luorobenzyl ) -3 - 
{ [3- (trif luoromethyl) benzyl] amino} propyl) -N^,N^- 
dipropyli sophthalammide ; 

N- {( IS , 2R) -1- ( 3 , 5-difluorobenzyl) -3 -[( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- (2-ethylbutanoyl) -5- 
methylbenzamide hydrochlormide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 -me thyl-5- [ (2- 
propylpiperidin-l-yl ) carbonyl ] benzamide hydrochlormide ; 

N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydroxypropyl } - 3 -methyl - 5 - [ ( 2 - 
methylpyrrolidin-l-yl) carbonyl] benzamide hydrochlormide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- [ (2 , 6-dimethylpiperidin- 
1 -y 1 ) carbonyl ] - 5 -methylbenzamide hydrochlormide ; 
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N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) aiaino] -2~hydroxypropyl}-5-{ [ (2- 
methoxyethyl ) amino] sulf onyl } -N^ , N^-dipropylisophthalammide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -2-hydroxy-3- { [3- 
(trifluoromethyl) benzyl] amino} propyl ) -N^ , N^-dipropyl-5- {1,3- 
thia2ol-2-yl)isophthalamide dihydrochlormide; 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e tliynylben zy 1 ) amino ] - 2 -liydr oxypr opyl } - 5 - { [ ( 2 - 
hydroxyetliyl) amino] sulf onyl}-N^ , N^-dipropylisophtlialammide; 

N- { (IS , 2K) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ettiylbenzyl) amino] -2-liydroxypropyl}-3-methyl-5- (2- 
propylpentanoyl ) benzamide liydrochlormide ; 

N^- (sec-butyl) -N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ (3- 
etliylbenzyl ) amino] -2-hydroxyp3^opyl } -5-metliyl-N^- 
propylisophthalammide ; 

N^-butyl--N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -liydr oxypr opy 1 } - 5 -me tliy 1 -N^- 
propyli sophtlialammide ; 

N^-allyl-N^-cyclopentyl-N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ {3-etliylbenzyl) amino] -2-]iydroxypropyl}-5- 
me tliyli soplxtlialammide ; 

NSN^-dil>utyl-N^- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3t 
etliylbenzyl ) amino] -2-liydroxypropyl } -5-metliylisophtlialammide ; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2-liydroxypropyl } -N^ , N^-diisobutyl-5- 
metliylisoplithalammide ; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-liydroxy-3- ( {3- [ (IZ) 
prop-l-enyl ] benzyl } amino ) propyl ] -5 -methyl -N^ , N^- 
dipropyli sophthalammide ; 

N^-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [3- 
( ethyl sulf onyl ) benzyl ] amino} -2-hydroxypropyX ) -5-methyl-N^ , N^- 
di pr opy 1 i s oph tha 1 ammi de ; 

N^-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [l->(3- 
iodophenyl ) cyclopropyl] amino}propyl ) -5-methyl-N^ , N^- 
dipr opy 1 i s ophthal ammi de ; 

N' - (1- (3 , 5-dif luorobenzyl) -3-{ [2- (ethylamino) -l-methyl-2- 
oxoethyl] amino}-2-hydroxypropyl) -5-methyl-N,N- 
dipropylisophthalammide ; 

N^- [ (IS , 2R) -3- [ (1, 1 * -biphenyl-3-ylmethyl) amino] -1- (3 , 5- 
di f luorobenzyl ) -2 -hydroxypropyl ] -5 -methyl -N^ , N^- 
dipropyli sophthalammide ; 

N^- { ( IS , 2R) -1- ( 3 , 5-dif luorolDenzyl ) -2-hydroxy-3 - [ ( 3 - 
hydroxy- 1 -pheny Ipr opy 1 ) amino ] propyl } - 5 -methyl -N^ , - 
dipropylisophthalammide ; 

N^-cyclohexyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^ , 5- 
dimethylisophthalammide ; 

N^-cyclohexyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzy 1 ) amino] -2-hydroxypropyl } -N^-ethyl-5- 
me thyli sophthalammide ; 
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N^- t (lS,2R)-3-{ t3-(l-benzothien-2-yl)benzyl]aiaino}-l- (3,5- 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^,N^- 
dipropylisophthalammide ; 

N^- { (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -2-hydroxy-3-{ [3- 
( tr i f luorome thyl ) benzyl ] amino } propyl ) - 5 -e thynyl -N^ , - 
dipropylisophthalainmide ; 

- { ( 1 S , 2 R ) - 1 - { 3. , 5 - di f luorobenzyl ) - 2 -hydroxy- 3 - [ { 3 - thi en- 
3 -ylbenzyl ) amino ] propyl } - 5 -methyl -N*^ , -dipr opyl i sophthalaramide ; 

N^- ( (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -2-hydroxy-3-{ [3 - (5- 
methylthien-2 -yl ) benzyl ] amino }propyl ) -5-methyl-N^ , N^- 
dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -2-hydroxy-3- [ (3- 
pyr idin- 4 -y Ibenzyl ) amino ] propyl } - 5 -methyl -N^ , - 
dipropylisophthalairanide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- { [3 - (4- 
methylthien-2-yl)benzyl] amino}propyl) -5-methyl-N^,N^" 
dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3- (2 , 4- 
dimethoxypyrimidin-5-yl) benzyl] amino}-2-hydroxypropyl) -5- 
methyl-N^ , N^-dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [3- (3 , 5- 
dimethylisoxazol-4-yl) benzyl] amino } -2-hydroxypropyl ) -5-methyl - 
, N^-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ) -2 -hydroxypropyl } - 6 -methyl -N^ , N^- 
dipropylpyridine-2 , 4-dicarboxammide; 

N^- [ (1S,2R) -3-{ [3- { cyclopropylamino) benzyl] amino} -l-( 3, 5- 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl -N^,N^- 
dipropylisophthalammide; 

N^- [ (IS, 2R) -3-{ [3- (cyclopropylamino)benzyl] amino}-!- (3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] -5-ethynyl-N^,N^- 
dipropylisophthalammide; 

N^- ( ( IS , 2R) -1 - ( 3 , 5 -di f luorobenzyl ) -2 -hydroxy- 3 - { [ 1- ( 2 - 
isobutyl-1, 3-thiazol-5-yl) cyclopropyl]amino}propyl) -5-methyl- 
, N^-dipropylisophthalammide ; 

N^-( (1S,2R)-1- (3, 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl) cyclopropyl] amino} -2-hydroxypropyl) -5- (1, 3-oxa2ol- 
2 -yl ) -N^ , N^-dipropylisophthalammide ; 

methyl 3- ( { [ (2R, 3S) -4- (3 , 5-dif luorophenyl ) -3- ( {3- 
[ ( dipropyl amino ) carbonyl] -5-methylbenzoyl}amino) -2- 
hydroxybutyl ] amino } methyl ) phenyl (methyl ) carbamate ; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- ( {3- 
[methyl (methylsulf onyl) amino] benzyl} amino) propyl] -5-methyl- 
, N^-dipropylisophthalamntmide ; 

■ N^- [ (IS, 2R) -1- ( 3 , 5-dif luorobenzyl) -3- ( {3- 
[ (dime thyl amino) sulf onyl] benzyl} amino) -2-hydroxypropyl] -5- 
methyl-N^ , N^-dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -5 -methyl -N^ , N^- 
dipropylisophthalammide; • ^ 
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N^- ( {IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (2- 
isobutyl-1, 3-thiazol-5-yl) methyl] amino}propyl) -5- (l,3-oxa2ol-2 
yl ) -N^ , - dipr opy 1 i s oph thai ammi de ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3-ethylphenyl) - 
1-methylethyl] ainino}-2-hydroxypropyl) -5-ethynyl-N^,N^- 
dipropylisophthalammide ; 

N^- { (1S,2R) -1- (3, 5-dif luorobenzyl) -3-{ [1- (3-ethylphenyl) - 
l-methyl ethyl] aiiiino}-2-hydroxypropyl) -5 -methyl -N^,N^- 
dipropylisophthalammide ; 

N^-.{ (1S,2R)-1- (3, 5-dif luorobenzyl) -2-hydroxy-3-[ (3- 
isopropylbenzyl) amino]propyl}-5- (1, 3-oxazol-2-yl) -N^N^- 
dipr opy 1 i s oph thai ammi de ; 

N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-{ [1- (3-ethylphenyl) - 
1-methylethyl ] amino } -2 -hydroxypr opyl ) - 5- ( 1 , 3 -oxazol-2 -yl ) -N^ , 
dipropyli sophthalammide ; 

N^- ( (1S,2R)-1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [l-(3- 
isobutylisoxazol-5-yl)cyclopropyl]amino}propyl) -5- (1, 3-oxazol- 
2 -yl ) -N^ , -dipropy 1 i sophthalammide ; 

N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [1- (3- 
isobutylisoxazol-5-yl) cyclopropyl] amino}propyl) -5-ethynyl-N^,N^ 
dipropyl i sophthalammide ; 

N^- [ (IS, 2R) rlr- (3, 5-dif luorobenzyl) -2-hydroxy-3- ( {3- 
[ (methylsulfonyl) amino] benzyl} amino) propyl] -5-methyl-N^,N^- 
dipropyli sophthalammide ; 

N^- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [1- (3- 
isobutyii'soxaz.ol-S-yl) cyclopropyl] amino} propyl) -5-methyl-N^ , N^- 
dipropylisophthalammide ; 

N^-{ (IS, 2R)-i- (3, 5-dif luorobenzyl) -3- [ (3- 
ethynylbenzyl ) amino ] -2 -hydroxypr opyl } - 5 - ( 1 , 3 -oxazol-2 -yl ) -N^ , N 
dipropylisophthalammide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3-{ [3- 
( trif luoromethyl ) benzyl] amino} propyl ) -5- ( 1 , 3 -oxazol-2 -yl ) -N^ , N 
dipropyli sophthalammide ; 

N^- [ (IS, 2R) -3- [ (3-cyanobenzyl) amino] -1- ( 3 , 5- 
dif luorobenzyl) -2-hydr9xypropyl] -5-methyl-N^N^- 
dipropylisophthalammide; 

N'-( (lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-{ t (IS)-l- 
[ (isobutylamino) (oxo)iaethyl] -3- 
(methylthio ) propyl] amino}propyl ) -5-methyl-N, N- 
dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl) cyclopropyl] amino} -2 -hydroxypropyl) -5- (1,3- 
oxazoi-2-yl ) -N^ , N^-dipropylisophthalammide; 

(IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - ( {3 - 1 (IE) -hex-1- 
enyl ] benzyl } amino ) -2 -hydroxypropyl ] - 5 -methyl -N^ , N^- 
dipropylisophthalcunmide ; 

N^-[ (lS,2R)-3-{ [3- (5-acetylthien-2-yl)benzyl]amino}-l- 
(3 , 5-dif luorobenzyl) -2 -hydroxypropyl] -5-methyl-N^,N^- 
dipropylisophthalammide ; 
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N^- [ (IS, 2R) -3- [ (3-allylbenzyl) amino] -1- (3 , 5- 
dif luorobenzyl) -2-hydro3Q^ropyl] -5-methyl-N', 
dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3- (6- 
inethoxypyridin-3 -yl ) benzyl ] amino }propyl ) -5 -methyl -N^ , N^- 
dipropylisophthalammide ; 

N"[ (lS,2R)-3-{ [ (2-tert-butylpyrimidin-4-yl ) methyl] amino} - 
1_ (3 , 5-dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N\N^- 
dipropylisophthalamraide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
i s opr opy Ibenzyl ) amino ] propyl } - 6 -methyl -N^ , -dipr opy Ipyr idine- 
2 , 4-dicarboxammide ; 

N^- [ (IS, 2R) -3- [ ( 3 -buty Ibenzyl) amino] -1- (3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^,N^- 
dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3, 5 -dif luorobenzyl) -2-hydroxy-3- [ (3- 
penty Ibenzyl ) amino ] propyl } - 5 -methyl -N^ , - 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- [ (3-pent-4- 
eny Ibenzyl ) amino] propyl } -5-methyl-N^, N^-dipropylisophthalamide; 

N^- [ ( IS, 2R) -3- t (3-cyclopentylbenzyl) amino] -1- (3 , 5- 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^,N^- 
dipropylisophthalamide ; 

N^-[ (lS,2R)-3-[ ( 3 -cyclohexy Ibenzyl) amino ]-!-( 3,5- 
di f luorobenzyl ) - 2 -hydr oxypr opyl ] - 5 -methyl -N^ , - 
dipropylisophthalamide; 

N^- [ (IS , 2R) -3 - { 1 3 - ( cyclohexy Imethyl ) Jpenzyl ] amino } -1- ( 3 , 5 - 
,dif luorobenzyl ) -2-hydroxypropyl ] -5-methyl-N^ , N^- 
dipropyl isophthalamide ; 

N^-{(lS,2R)-l-(3,5-dif luorobenzyl ) -3 ( 3 -hex- 5 - 
eny Ibenzyl ) amino ] - 2 -hydr oxypr opyl ) - 5 -methyl -N^ / - 
dipropyl isophthalaramide ; 

methyl (2S) -3- [3- ( { [ (2R, 3S) -4- ( 3 , 5-dif luorophenyl) -3- ( {3- 
[ ( dipropy lamino ) carbony 1 ] - 5 -methy Ibenzoyl } amino ) - 2 - ' 
hydr oxybutyl ] amino }methyl ) phenyl ] -2 -me thylpropanoate ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3-{ [3- (3- 
methylthien-2-yl)benzyl] amino}propyl) -5-methyl-N^,N^- 
dipr opyl i sophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- { [3- (3- 
methylpyridin-2-yl) benzyl] amino}propyl) -5-methyl-N^ , N^- 
dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3 - (4- 
methylpyridin-2 -yl ) benzyl ] amino}propyl ) -5-methyl-N^ , N^- 
dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3- (5- 
methylpyridin-2-yl)benzyl] amino}propyl) -5-methyl-N^, 
dipropylisophthalamoDoide ; 

N^- [ (1S,2R) -3-{ [3- (4-chlorobutyl)benzyl]amino}-l-(3,5- 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^,N^- 
dipropylisophthalammide ; 
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N^- [ ( IS , 2R) -3 - { 1 3 - { 3 -cyanopropyl ) benzyl ] amino } -1 - { 3 , 5 - 
dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N^/N^- 
dipropylisophthalainmide; 

N^-[(lS,2R)-3-{t3-(4-cyanobutyl)benzyl]amino}-l-(3,5- . • - 
dif luorobenzyl ) -2 -hydroxypropyl ] -S-methyl-N-^ / N^- 
dipropylisophthalainmide ; 

N^- [ ( IS , 2R) -3 - H 3 - ( 6-cyanohexyi ) benzyl ] andno} -1- ( 3 , 5^ 
dif luorobenzyl) -2-hydroxypropyl] -5-inethyl-N^,N^- 
dipropyl isophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3-(6- 
methylpyridin-2-yl ) benzyl ] amino}propyl ) -5-methyl-N^ , N^- 
dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -2-hydroxy-3-{ [3- (1 , 3- 
oxazol-2-yl) benzyl ] amino} propyl) -5-methyl-N^ , N^- 
dipropylisophthalammide ; 

^ methyl 3-{ [ ( (2R, 3S) -4- (3 , 5-difluorophenyl) -3-{ [3- 
[ (dipropyl amino) carbonyl] -5- (1, 3-oxazol-2-yl) benzoyl] amino} -2- 
hydroxybutyl ) amino ] methyl }phenyl (methyl ) carbamate ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -1- 
[ (isobutylamino) carbonyl] -3- 

(methylsulf onyDpropyl] amino}propyl) -5-methyl-N^,N^- 
dipropylisophthalammide ; 

-butyl -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ (3-isopropylbenzyl) amino] propyl }-N^, 5-dimethylisophthalainmide; 

N^- ( (IS, 2R) -1- (3 , 5-;dif luorobenzyl) -3- { [1- (3-ethylphenyl) - 
1 -me thy 1 ethyl ] amino } - 2 -liydr oxypr opy 1 ) - 5 - { [ ( 2 -hydroxy- 1,1- 
dimethylethyl ) amino] sulf onyl } -N^ , N^-dipropylisophthalammide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } - 5- 
{methyl [ ( tri f luoromethyl ) sul f onyl ] amino } -N^ , N^- 
dipropylisophthalaramide ; 

N^- [ ( IS , 2R) -3- ( cyclopropyl amino) -1- (3 , 5-dif luorobenzyl ) -2- 
hydroxypropyl] -5-{ [ (2-hydroxy-l, 1- . 

dime thylethyl ) amino ] sul f onyl } -N^ , N^-dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3-ethylphenyl) - 
1-me thylethyl] amino} -2-hydroxypropyl) -N^,N^- dipropyl- 5- (1,3- 
thiazol-2-yl) isophtha.lammide; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- 

[methyl (methylsulf onyl) amino] -N^,N^-dipropylisophthalainmide; 

N^-butyl-N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl) -l-methylethyl] amino} -2-hydroxypropyl) -N^, 5- 
dimethylisophthalaramide ; 

N^- ( (IS, 2R) -1- (2 , 4 -dif luorobenzyl) -2-hydroxy-3-{ [3- 
( tr i f luoromethyl ) benzyl ] amino } propyl ) - 5 -methyl -N^ , - 
dipropylisophthalamznide ; 

5-bromo-N^- ( (IS, 2R) -1- (2 , 4-dif luorobenzyl) -2-hydroxy-3- 
{ [ 3 - ( tri f luoromethyl ) benzyl ] amino } propyl ) -N^ , - 
dipropyl i soph thai ammide ; 
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N-{ (IS. 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl) -3- [ (2-ethylpiperidin-l- 
yl ) sul f onyl ] propanammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethylphenyl) cyclopropylJamino}-2-hydroxypropyl) -5-ethynyl-N^N^- 
dipropylisophthalairanide ; 

N^-cyclobutyl-N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-5-methylisophtlialammide; 

N^-cyclopentyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-t (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5-methylisophthalammide; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methyl-N^- 
pentyl i sophthalammi de ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl} -N^-isopentyl-5- 
methylisoplithalaramide ; 

N^- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^-ethyl-N^- {2^ - 
hydroxyethyl ) -5 -methylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (2-ethoxyethyl) -5- 
methyli sophthalammide ; 

N^- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ { 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- ( 2 -methoxyethyl ) -N^ , 5- 
dime thy 1 i s oph tha 1 ammi de ; 

N^-{ (1S,.2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^- (2-furylmethyl) -N^, 5- 
dimethylisophthalaramide ; 

N- { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [( 3- 
ethylbenzyl)amino]-2-hydroxypropyl}-3-{ [ (2R, 5R) -2,5- 
dimethylpyrrolidin-1 -yl ] carbonyl } - 5 -me thylbenzammide ; 

N^-cyclopentyl-N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , 5- 
dimethylisophthalammide ; 

N^-.{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^, 5-dimethyl-N^- 
pentyl i s oph tha 1 ammi de ; 

N^- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (2 -hydroxyethyl) -5- 
me thyl -N^ -propyl i soph thai ainmide ; 

N^- { ( is , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-ethyl-N^- (2- 
methoxyethyl ) -5-methylisophthalammide; 

V-{ (is, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methyl-N^- (2- 
methylcyclohexyl) isophthalammide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (2 -methoxyethyl) -5- 
me thy 1 -N^ -propyl i s ophthal ammi de ; 
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N^- { (IS, 2R) -1- (3 , 5"dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , N^-bis ( 2-methoxyethyl ) -5- 
methylisophthalammide ; 

N^-allyl-N^-cyclohexyl-N^-{ (IS. 2R) -1- (3, 5-dif luorobenzyl) - 
3 - [ ( 3 - e thylbenzyl ) amino ] -2 -hydroxypr opyl } - 5- 
me thy 1 i s opht hal ammi de ; 

N^-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydr oxypr opy 1 } - 5 -methyl -N^ , - 
dipentylisophthalammide ; 

N^-£ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , N^-bis ( 2 -ethoxyethyl ) -5- 
me thyl i sophthalainmide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (2- 
naphthylmethyl) ainino]propyl}-5- (1, 3-oxazol-2-yl) -N^,N^- 
dipropyl isophthalammide ; 

N^-butyl-N^- ( ( IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethylphenyl ) cyclopropyl ] amino) -2-hydroxypropyl ) -N^ , 5- 
dimethylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl) cyclopropyl] amino} -2-hydroxypropyl) -5-{ [ (2-hydroxy- 
1 rlrrdime thyl ethyl) amino ] sulf onyl } -N^ , N^-dipropyl isophthalammide ; 

... . N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-I(lS) - 
1,2,3, 4-tetrahydronaphthalen-l-ylaminolpropyl} -5-methyl-N^ , N^- 
dipropylisophthalammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (2S) - 
tetrahydrofuran-2-ylmethyl] amino }propyl) -5-methyl-N^,N^- 
dipropylisophthalammide ; 

N^-£ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
' ethylbenzyl) amino] -2-hydroxypropyl} -5- [ (3- 
hydroxypropyl ) sulf onyl ] -N^ , N^-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl)amino]-2-hydro3<ypropyl}-5- (lH-imidazol-4-yl) -N^,N^- 
dipropylisophthalamide trif luoroacetate ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5- isoxazol- 3 -yl-N^,N^ - 
dipropylisophthalammide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -3- { [ (2R) -2- 
(methoxymethyl ) pyrrolidin-l-yl ] carbonyl } - 5 - ( 1 , 3 -oxazol-2 - 
yl ) benzaimmide ; 

isr*- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethynylbenzyl) amino] -2-hydroxypropyl}-6-methyl-N^,N2- 
dipropylpyridine-2 , 4-dicarboxammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3- 
{ trif luorome thyl ) benzyl ] amino } propyl ) -6 -methyl -N^ , N^- 
dipropylpyridine-2 , 4 -dicarboxammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl) cyclopropyl] amino} -2-hydroxypropyl) -6-methyl-N^,N^- 
dipropylpyridine-2 , 4-dicarboxammide ; 
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N^-( (1S,2R)-1- (3,5-difluorobenzyl)-3-{ [l-{3- 

ethylphenyl ) cyclopropyl ] amino } -2 -hydr oxypr opyl ) -N^ , -dipropyl - 

5- (1, 3-thiazol-2-yl) isophthalanntiidez- 
N^-C (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] -2-hydroxypropyl} - 5- [methyl ( thien-2- 

ylsulfonyl) amino] -N^,N^-dipropylisoplithalammide; 

N^-{ (IS, 2R) -1- {3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyDamino] -2-hydroxypropyl}-5- ( { [ (2R)-2- 
hydroxypropyl ] amino ) sulf onyl ) -N^ , N^-dipropylisophthalammide ; 

N^- ( (IS, 2R) -1" (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [1- (2- 
isobutyl-1, 3-thiazol-5-yl) cyclopropyl] amino} propyl) -5- (1, 3- 
oxazol-2 -yl > -N^ , N^-dipropylisophthalairmiide ; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino ] -2 -liydr oxypropyl } -3 -hydroxy-N^ , N^- 
dipropylpentemediammide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-2- (2-dipropylamine-2- 
oxoethoxy ) acetammide ; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ ( 3 - 
etliylbenzyl) amino] -2 -hydroxypropyl} -2- [ {2-dipropylamine-2- 
oxoethyl ) thio ] acetammide ; 

N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [2- 
{iso]Dutylamino) -1, l-dimethyl-2-oxoethyl] amino}propyl) -5- (1,3- . . 
- oxa20l-2-yl) -N, N-dipropylisophthalammide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4- 
[ (methyl sul f onyl ) methyl ] benzammide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-methyl-5- (2- 
methylpentanoyDbenzamide hydrochlormide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- [ (methylsulf onyl) amino] - 
, N^-dipropylisophthalammide; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 3 - [ ( 1- 
propylbutyl ) sulf onyl] -D-alaninamide dihydrochlormide; 

-{(IS, 2R)-l-(3, 5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^-propionyl- 3- [ (1- 
propylbutyl) sulf onyl] -D-alaninammide; 

N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -2- 
(isobutylamino) -1 -methyl -2 -oxoethyl] amino} propyl) -N,N-dipropyl- 
5- ( 1 , 3 - thia2ol-2 -yl ) isophthalammide ; 

N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -2- 
(isot>utylamino) -l-methyl-2-oxoethyl] amino}propyl) -N-methyl-N- 
propyl-5- (1, 3-thiazol-2-yl) isophthalammide; 

N^-]3Utyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^ -methyl- 5- (1, 3-thiazol-2- 
yl) isophthalammide; 
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N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl)amino] -2-hydroxypropyl}-3- [ (3- 
hydroxypropyl ) (methylsulf onyl ) amno] benzainmide ; 

N- { { IS, 2R) -1- (3 , 5 ~dif luorobenzyl ) -3- [ (3- " 
e thylbenzy 1 ) amino ] - 2 -hydr oxypropy 1 } - 4 - 
(methylsulf onyl ) benzammide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^- (1-oxobutyl) -3-[ (1- 
propylbutyl)sulfonyl]-D-alaninamide hydrochlormide ; 

n|^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3" 
ethylbenzyl) amino] -2 -hydr oxypropy 1} -N^,N^-dipropyl-5-pyrimidin- 

2 - y 1 i s ophtlial ammi de ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- { { [ (2S) -2t 
hydroxypropyl ] amino } sulf onyl ) -N^ , N^-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N^ -methyl -N^-propyl-5- (1,3- 
thiazol-2-yl) isophthalammide; 

N-{ (.1S,2R) rl- (3, 5-dif luorobenzyl) -3- [-(3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- (2-methylpentanoyl) -5- 
( 1 , 3 -oxazol~2-yl ) benzammide ; 

N^- t (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- ( {3- 
[ (me thylsulf onyl ) amino ] benzyl } amino ) propyl ] - 5- ( 1 , 3 -oxazol -2 - 
yl ) -N^ , N^-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (2 , 2-dimethylpropanoyl) - 

3- [ (1-propylbutyl) sulf onyl] -D-alaninamide hydrochlormide; 

N^-{ (IS, 2R) -1~ (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5- { [ ( 2R) -2- 
(methoxymethyl ) pyrrolidin-l-yl ] sulf onyl ) -N^ , N^- 
dipropylisophthalaramide ; 

N- { ( 1 S , 2R ) - 1 - ( 3 , 5 -di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4- [ ( 3 - 
hydroxypropyl) (methylsulf onyl) amino] benzammide; 

N^-acetyl-N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Iben zy 1 ) amino ] - 2 -hydroxypropyl } - 3 - [ ( 1 - 
propylbutyl ) sulf onyl] -D-alaninamide hydrochlormide ; 

2- [allyl (methylsulf onyl) amino] -N-{ (IS, 2R) -1- (3 , 5- 
difluorobenzyl) -3-[ (3-ethylbenzyl)amino]-2-hydro5QTpropyl}-l, 3- 
thiazole- 5 -carboxammide ; 

3- (butylsulfonyl) -N^-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
t ( 3 -ethylbenzyl ) amino] -2 -hydroxypropyl } -D-alaninamide 

bis (trif luoroacetate) ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
e thylphenyl ) cyclopropyl ] amino } - 2 -hydroxypropyl ) -3 - [ ( 1- 
propylbutyl) sulf onyl ]-D-alaninam; bis (trif luoroacetate) ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl)amino] -2 -hydroxypropyl }-N^-isobutyryl-3- [ (1- 
propylbutyl ) sulf onyl ] -D-alaninamide hydrochlormide ; 
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N- [ (1S,2R) -3- (butylamino) -1- (3, 5-dif luorobenzyl) -2- 
hydroxypropyl] -4- (ethylthio)benzainmide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-t (3- 
ethylbenzyl) amino] -2-hyclroxypropyl)-l~ (2-f luorophenyl) -5- 
oxopyrrolidine-3 -carboxairanide ; 

N^- { 4-tert-butyl-l , 3 - thiazol-2-yl ) -N^- { ( IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl ) -3- [ (3-ethylben2yl ) amino] -2- 
hydroxypropyl } succinammide ; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ (3- 
ethy Ibenzy 1 ) amino ] - 2 -hydroxypropyl } -3 -hydroxy- 6 - ( 1 -hydroxy- 2 , 2 
dimethylpropyl ) pyridine-2-carboxammide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl.) amino ] -2 -hydroxypropyl ) -2 - 
{ [ (ethylamino) carbonyl] amino }benzainmide; 

3- {l-cyanoethyl)-N-{ (1S,2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }benzammide; 

1- (cyanomethyl) -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-lH-pyrrole-2-carboxainmide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- { [3- (IH- 
imidazol-l-yl ) propyl ] amino}propyl ) -5-methyl-N^ , N^- 
dipropylisophthalammide ; 

N^- [ (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - ( { [ ( 2R) -1- 
ethylpyrrolidin-2-yl] methyl} amino) -2-hydroxypropyl] -5-methyl- 
, N^-dipropylisophthaiammide ; 

3 -acetyl -N- [ (IS, 2R) -3- (benzylamino) -1- (3,5- 
dif luorobenzyl ) -2-hydroxypropyl ] benzammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (7- 
methoxy-1 ,2,3, 4-tetrahydronaphthalen-l-yl ) amino] propyl } -5- 
methyl -N^ , N^-dipropylisophthalammide; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (2E) -hex-2- 
eny 1 amino ] - 2 -hydroxypropyl } - 5 -me thy 1 -N^ , - 
dipropylisophthalammide; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- ( { [ (5R) -3-ethyl-2- 
0X0-1, 3 -oxazolidin- 5 -yl] methyl} amino) -2-hydroxypropyl] -5- 
methyl-N^/N^-dipropylisophtlialammide; .... . 

N^- [ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- ( { [ (5S) "-3-ethyl-2- 
oxo-1, 3-oxazolidin-5-yl]methyl} amino) -2-hydroxypropyl] -5- 
methyl -N^ , N^-dipropylisophthalammide; 

• N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (2 , 2-dioxido-3 , 4- 
dihydro-1 , 2-benzoxathiin-4-yl) amino] -2-hydroxypropyl } -5-methyl 
, N^-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (1, l-dioxido-3 , 4- 
dihydro-2H-l, 2-benzothiazin-4-yl) amino] -2-hydroxypropyl} -5- 
methyl-N^ , N^-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2-phenyl-N^, N^- 
dipropylpentanediammide ; 

N^-{ (lS,2R)-l-{ 1 5- (cyanomethyl )-lH-imida2ol-l -yl] methyl }- 
3 - [ ( 3 -ethylbenzyl ) amino] -2-hydroxypropyl } -5-methyl -N^ , N^- 
dipropylisophthalammide ; 
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N^-{ (1S,2R)-1- (3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^-dipropyl- S-pyrimidin- 

2- ylisophthalainmide ; 

N^- ( (1S,2R)-1-" (3, 5-difluoroben2yl)-3-{ [ {2-ethylpyriinidin- 
4 -yl ) methyl ] amino } - 2 -hydroxypropyl ) - 5 -methyl -N^ , - 
dipropylisophthalammide ; 

N^-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (2 , 2-dimethylpropanoyl) - 

3 - 1 { 1-propylbutyl ) sulf onyl ] -D-alaninamide hydro chlormide ; 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } - 5 - 

{ [ ethyl (methyl ) amino] sulf onyl } -N^ , N^-dipropylisophthalammide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl} -3 - t (2- 
hydroxye thyl ) (methyl sul f onyl ) amino ] benzammide ; 

5-bromo-N^-{ (IS. 2R) -1- (2, 4-dif luorobenzyl) -3 - [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } -N^ , - 
dipr opy 1 i s oph t ha 1 ammi de ^ 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl) amino] -2 -hydroxypropyl} -3- [ (2- 

methoxyethyl ) (methylsulf onyl) amino] benzamide* hydrochlormide; 

. N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 3 - 
[ (methylsulf onyl ) methyl ]-benzammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 5 - [ ( 4 - 
hydroxybutyl) sulf onyl] -N^,N^-dipropylisophthalamide 
hydrochlormide; 

N- { (IS , 2R) -1- ( 3 , 5-dif luorolbenzyl ) -3 - [ ( 3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -1- 
( dipropyl amino ) i soquinol ine- 7 -carboxammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-{ t (2- 
hydroxyethyl ) (methyl ) amino ] sulf onyl } -N^ , N^- 
dipropyli sophtlialammide ; 

N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- [ (ethylamino) sulf onyl] - 
, N^-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (5-methyl-l, 2 , 4- 
oxadiazol-3-yl) -N^,N^-dipropylisophthalamide hydrochlormide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- 

[metliyl (methylsulf onyl) amino] -1, 3-oxa2ole-4-carboxammide; 

3- (butylsulf onyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2-hydroxypropyl}propanammide; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^-dipropylmalonammide ; 
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N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
et±Lylbenzyl ) amino] -2~hydroxypropyl } -N^ , N^- 
(Upropylbicyclo [2 . 2 . 1 ]hept-5-ene-2 , 3-<iLcarboxainniide; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hycaroxypropyl } -N^ , N^-dipropylcyclopentane- 
1 , 3 -dicarboxammide ; 

N^- { (is, 2R) -1- (3 , 5-dif luorobenzyl) -3" [ (3- 
ethylbenzyl) amino] -2--hydroxypropyl}-3 , 4-dimethyl-N^,N^- 
dipropylthieno [2 , 3-b] thiophene-2 , 5-dicarboxammide; 

N^- { (IS, 2R) -1- (3> 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } -2 -phenyl -N^ , N^- 
diprppylpentanediammide ; 

-benzyl -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N^- [2- (dipropylamino) -2- 
oxoethyl ] glycinaramide ; 

3- (4-chlorophenyl) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ { 3 -ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ , N^- 
dipropylpentanediaramide ; 

(2E) -N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2- (methoxyimino) -N^,N^- 
dipropylpentanediammide ; 

N^- {.(IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzy 1 ) amino ] -2 -hydroxypropyl } -N^- [ 2 - ( dipropylamino ) -2 - 
oxoethyl ] -N^-phenylglycinammide ; 

(IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N^,N^-dipropylcyclohexane- 
1 , 2 -dicarboxammide ; 

N^- [ (IS, 2R) -3- [ (benzyloxy) amino] -1- (3 , 5-dif luorobenzyl) -2- 
hydr oxypr opy 1 ] - 5 - ( 1 , 3 -oxazol - 2 -yl ) -N^ , - 
dipropylisophthalammide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 -phenylpropanammide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (1, l-dioxido-3 , 4- 
dihydro-2H-l, 2-benzothiazin-4-yl) amino] -2-hydroxypropyl}-5- 
methyl-N^ , N^-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5- ( lH-imidazol-2-yl ) -N^ , N^- 
dipropylispphthalammide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydro3Q^ropyl } - 3 - ( 1 -hydroxy- 2 - 
propylpentyl ) benzammide ; 

N-{ (IR, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-isobutyrylbenzammide; 
hydrochlormide ; 

N- { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzy 1 ) amino ] -2 -hydroxypropyl } - 3 - ( 2 - 
propylpentanoyl ) benzammide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - ( 2 - 
ethylbutanoyl ) benzamide hydrochlormide ; 
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N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -2-hydroxy--3- (1, 2 , 3 , 4- 
tetrahydronaphthalen-l-ylainino) propyl ] -N^ , N^- 
diisopropylpyridine-3 , 5-dicarboxainmide; 

N'-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [ (lS)-2- 
(ethylamino) -l-methyl-2-oxoethyl] amino} -2-hydroxypropyl) -5- 
me thy 1 -N , N- dipr opy 1 i s oph thai ainmide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-[ (3- 
hydroxy- 1 -pheny Ipr opy 1 ) aitiino ] propyl } - 5 -methyl -N^ , - 
dipropylisophthalammide ; 

N* - [ (IS, 2R) -3-{ [ (IS) -2- (benzylamino) -l-methyl-2- 
oxoethyl ] amino } -1- ( 3 , 5-dif luorobenzyl ) -2 -hydroxypropyl ] -5- 
methyl-N , N-dipropylisophthalammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 , 3 -dimethyl -N^ , N^- 
dipropylcyclopropane-1 , 2 -dicarboxammide ; 

N^-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl ) -3 , 3 -dimethyl -N^ , N^- 
dipropylcyclopropane-1 , 2 -dicarboxammide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydr oxypropyl } -3 -methyl -N^ , N^- 
dipropylpentanediammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydr oxypropyl } -3 , 3 -dimethyl -N^ , N^- 
dipropylpentanediammide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3-ethyl-3-methyl-N^,N^- 
dipropylpentanediaI^mide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3-hydro3^-3-methyl-N^,N^- . 
dipropylpentanediammide ; 

2- [allyl (methylsulfonyl) amino] -N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-hydro3^propyl>-l, 3- 
oxazole-4-carboxammide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [2- 
(dimethylamino) ethyl] amino} -2 -hydr oxypropyl ) -5-methyl-N^,"N^- 
dipropylisophthalammide ; 

N^- [ ( IS , 2R) -3 - ( { 2 - [bis ( 2-hydroxyethyl ) amino] ethyl } amino) - 
1- (3, 5-dif luorobenzyl) -2 -hydroxypropyl] -5-methyl-N^, N^- 
dipropylisophthalammide ; 

N^-[ (1S,2R) -3-(cyclopropylamino)-l- (3, 5-dif luorobenzyl) -2- 
hydr oxypropyl ] -3- [ (1-propylbutyi) sulfonyl] -D-alaninamide 
dihydrochlormide; - 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydr oxypropyl } - 3 - [ 4 - ( hydr oxyme thy 1 ) -1 , 3 - 
oxazol-2 -yl ] benzamide hydrochlonrdde ; 

or a pharmaceutically acceptable salt thereof. 



310. A compound of the formula: 
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4tr 




H Rd O 



wherein 

Ea and Rd are independently Ci-Ce alkyl; 
X is 0 or S; 

5 Eb and Rc are independently hydrogen or halogen; 

Re is Ci-Ce alkyl or an optionally substituted phenyl. 

311, A compound according to claim 310, wherein Ra is 
methyl and Rd is ethyl. 
10 312. A compound according to claim 311, wherein X is^'O. 

313 • A compound according to claim 312, wherein Rb and Rc 
are F. ..... 

314. A compound according to claim 312, wherein Rb and Rc 
are hydrogen. 

15 315. A compound according to claim 314, wherein R© is 

raeta- substituted etHyl phenyl group. 

316. A compound according to claim 314, wherein. R© is 
. -CH2CH2CH(CH3)2. 

317. A compoxmd according to claim 314, wherein R© is 
20 methyl. 

318. A compound according to claim 314, wherein Re is 
phenyl . 

319. A compound according to claim 311, wherein X is S. 

320. A compound according to claim 319, wherein Rb and Rc 
25 are F. 

321. A compound according to claim 319, wherein Rb and Rc 
are hydrogen. 

322. A compound according to claim 321, wherein R© is . 
meta-substituted ethyl phenyl group. 
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323. A compound according to claim 321, wherein R© is 
methyl . 

324. A compound of the formula: 
Y, 




5 . wherein . . 

Ya is or -N(CH2CH2CH3)2; 

Rf and Rg are both hydrogen or together with the carbon to 

which they are attached form a carbonyl; 
Xa is a covalent bond or a carbonyl; 
10 Rn is hydrogen or hydroxy; 

Ri and Rj are independently hydrogen or a halogen; 
Rjc is Ci-Ce alkyl; . 

Ri is Ci-C6 alkyl or an optionally substituted phenyl; and 
m is 0 or 1. 

15 

325. A compound according to claim 324, wherein Rf and Rg, 
taken together with the carbon to which they are attached, are 
a carbonyl , 

326. A compound according to claim 4325, wherein^ Xa is a- 
20 covalent bond. 

327. A compound according to claim 326, wherein Rh is 
hydrogen . 

328. A compo\ind according to claim 327, wherein m is 1. 

329. A compound according to claim 328, wherein Ri and Rj 
25 are F. 

330. A compound according to claim 328, wherein Ri' aiid Rj 
are hydrogen. 

331. A compound according to claim 330, wherein Rk is 
ethyl. 
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332. A compound according to claim 330, wherein Re is 
meta-sxibstituted ethyl phenyl group - 

333. A conpoiind according to claim 330 , wherein is 

-CH2CH2CH(CH3)2. 

5 334. A compoxind according to claim 330, wherein is 

methyl . 

335. A compound according to claim 330, wherein Re is 
phenyl . 

336. A compound according to claim 324, wherein Rf and Rg 
10 are hydrogen. 

337. A conrpoxind according to claim 33 6, wherein Xa is a 
carbonyl . 

338. A compound acqording to claim 337, wherein Rh is 
hydroxyl. 

15 339. A compound according to claim 338, wherein Ri and Rj 
are F. ~ 

340. A compoxxnd according to claim 338, wherein Ri and Rj 
are hydrogen. 

341. A compound according to claim 338, wherein-Rk is 
20 ethyl. 

342. A compound according to claim 338, wherein R© is 
meta-STibstituted ethyl phenyl group.. 

343. A compovind according to claim 338, wherein Re is 

-CH2CH2CH{CH3)2. . 
25 344. A compoxind according to claim 338, wherein R© is 

methyl . 



345. A compound which is,:^ 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- . 
e thy Ibenzyl) amino! -2-hydroxypropyl}-3- [ {2- 
hydroxyethyl) (methylsulfonyl) amino] benzamide; 

5-bromo-N^-{ (IS, 2R) -1- (2 , 4-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5"dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - [ ( 2 - 
me thoxyethyl ) (methyl sul f onyl ) amino ] benzamide ; 
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N- { ( IS . 2R} -1- ( 3 , 5-dif luorobenzyl ) -3- [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 3 - 
[ (me thylsul f onyl ) methyl ] benzamide ; 

N^-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- • 
ethylbenzyl) amino] -2-hydroxypropyl}-5- [ (4- 
hydroxybutyl) sulf onyl] -N^,N^-dipropylisophthalamide; 

N- { { IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - 1 ( 3 - 

ethylbenzyl ) amino] -2-hydroxypropyl} -1- 
(dipropylamino) isoquinoline-7-carboxamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] ^2-hydroxypropyl} - 5- { [ ( 2- 
hydroxyethyl ) (methyl ) amino] sulf oiiyl } -N^ , N^- 
dipr opy 1 i sophthal ami de ; 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3- [ (3-- 
ethylbenzyl) aitiino] -2-hydroxypropyl}-5" [ (ethylamino) sulf onyl] - 
/ N^-dipropylisophthalamide ; 

N^-{ {1S,2R) -l-(3/5-difluorobenzyl)-3- t (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } - 5- ( 5-methyl-l ,2,4- 
oxadiazol-3 -yl ) -N^ , N^-dipropylisophthalamide ; . 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- 

[methyl (methylsulfonyl) amino] -1, 3-oxazole-4-carboxamide; 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^ , N^-dipropylmalonamide ; 

N^-{ (1S,2R) -1- (3,5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] '-2-hydroxypropyl } -N^ , N^- 
dipropylbicyclo [2.2.1] hept-5-ene-2 , 3-dicarboxamide ; 

N^-{ (IS, 2R)-1- (3,5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^ , N^-dipropylcyclopentane- 
1 , 3 -dicarboxamide ; 

N^-{ (IS, 2R) -1- (3.,.5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 , 4-dimethyl-N^ , N^- 
dipropylthieno [2 , 3-b] thiophene-2 , 5 -dicarboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2 -phenyl -N®,N^- 
dipropylpentanediamide ; 

N^-benzyl-N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -N^- [2 - (dipr opy 1 amino) -2- 
oxoethyl ] glycinamide ; 

3- (4-chlorophenyl) -N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
t ( 3 -ethylbenzyl ) amino ] -2 -hydro3<ypropyl } -N^ , N^- 
dipropylpehtanediamide ; 

(2E)-N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (methoxyimino) -N^,N^- 
dipropylpentanediamide ; 

N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl }-N^- [2- (dipr opy 1 amino) -2- 
oxoethyl] -N^ -phenyl glycinamide ; 

N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^ , N^-dipropylcyclohexane- 
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1 , 2-dicarboxamide ; 

{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 -phenylpropanamide ; 

N^-{ (IS, 2R) -Ir (3, 5-difluorobenzyl) -3- [ (2, 2-dioxido-3, 4- 
dihydro-1 , 2-benzoxathiin-4-yl ) amino] -2-lxydroxypropyl } -5-metliyl 
, N^-dipropylisophtlialainide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (2 , 2-dioxido-3, 4- 
diliydro-1, 2-benzoxatliiin-4-yl) amino] -2-hydroxypropyl}-5-metliyl 
, N^-dipropylisoplithalamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-liydroxy-3- [ (7- 
methoxy-1 ,2,3, 4- tetraliydronaplithalen-l-yl ) amino] propyl} -5- 
metliyl-N^ , N^-dipropylisophtlialamide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy-3- [ (7- 
metlioxy-1, 2,3, 4-tetraliydronaplitlialen-l-yl) amino]propyl}-5- 
methyl -N^ , N^-dipropylisoplitlxalamide ; 

N^-{ (lS,2R)"l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-]iydroxypropyl}-5- (lH-imidazol-2-yl) -N^,N^- 
dipropylisophthalaraide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydz:pxypropyl } -2-propyl-l , 3-benzoxazole-6 
carboxamide; 

N-{ (1S,2R)'-1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-2-metliyl-l, 3-benzoxazole-6 
carboxamide; 

5- t ( tert-butylamino) sulfonyl] -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl}- 
, N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (1, 3-oxazol-2-yl) -N^,N^- 
dipropylisophthalamide; 

N*- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethylphenyl ) cyclopropyl ] amino } -2-hydroxypropyl ) -6-methyl-N^ , N^- 
dipropylpyridine-2 , 4-di carboxamide ; 

N*-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [l-(3- 
ethynylphenyl ) cyclopropyl] amino) -2-hydroxypropyl) -6-methyl- 
, N^-dipropylpyridine-2 , 4-dicarboxamide ; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -5-ethynyl-N^ , N^- 
dipropyli sophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethynylbenzyl ) amino] - 2 -hydroxypropyl } - 5 -ethynyl-N^ , N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl) cyclopropyl] amino} -2 -hydroxypropyl) -5-methyl- 
, N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^,N^-dipropyl-5- (1,3- 
thiazol-2-yl) isophthalamide; 
N^-butyl-N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) ainino] -2-hydroxypropyl}-N^-methyl-5- (1, 3-thiazol-2- 
yl) isophthalamide; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -N^ -methyl -N^-propyl-5- (1,3- 
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thiazol-'2-yl) isophthalamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (4-methyl-l, 3-oxazol-2- 
yl) -N^/N^-dipropylisophthalaInide; 
N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-methyl-5 - (1, 3-oxazol-2- 
yl ) -N^-propylisoplithalamide; 

N^-butyl~N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-methyl-5- (1, 3-oxazol-2- 
yl ) isoplithalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-liydroxypropyl}-N^-etliyl-5- (1, 3-oxazol-2- 
yl ) -N^-propylisophtiialamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3- 
( trif luoromethyl ) benzyl] amino} propyl ) -N^ , N^-dipropyl-5- (1,3- 
tliiazol-2-yl) isophtlaalamide; and 

N^- ( (IS, 2R) -1- ( 3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethylphenyl) cyclopropyl] amino}-2-liydroxypropyl) -5- (1, 3-oxazol- 
2-yl ) -N*^ , N^-dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
etliynylphenyl ) cyclopropyl ] amino } -2 -Ixydroxyptopyl ) -5 - ( 1 , 3- 
oxazol-2 -yl ) -N^ , N^-dipropylisophthalamide ; 

5-{ [tert-butyKmetliyl) amino ]sulfonyl}-N^-{ {lS,2R)-l-(.3,5-. 
dif luorobenzyl ) -3 - [ ( 3 -etliylbenzyl ) amino] -2 -liydroxypropyl } - 
, N^-dipropylisophthalamide ;' 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino] -2-hydroxypropyl} -2-isopropyl-l , 3- 
benz oxa z ol e - 6 - c arboxami de ; 

- (2S)-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) ^3- [ (3- 
etliylbenzyl ) amino] -2 -hydroxypropyl } -2 -liydroxy-2 - ( 1- 
naphthyl ) ethanamide ; 

(2R) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2 -liydroxy- 2- (1- 
naphthyl ) e thanami de ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} isonicotinamide, • 

N^-{ {1S,2R) -l-benzyl-3-[ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}-N^-methyl-5- (1, 3-oxa2ol-2-yl) -N^- 
propy 1 i sophthal amide ; 

(IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5- [1- (ethoxymethyl) -IH- 
imidazol-2 -yl ] -N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2 -propy 1-1, 3 -benzoxazole- 5- 
carboxamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2-isopropyl-l, 3- 
benz oxa zole-5-c arboxami de ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } - 3 - 
{ [ ethyl (methyl ) amino ] sul f onyl }benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
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ethylbenzyl) amino] -2-hydroxypropyl}-2-niethyl-l, 3-benzoxa2ole-5 
carboxamide ; 

N^- { ( IS , 2R) -1- ( 3 . 5-dif luorobenzyl ) -3 - [ (3 - 
ethylbenzyl) amino] -2-liyclroxypropyl}-5- (methylsulf onyl) "N^,N^- 
dipropyl i soph tlial amide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5- (methylsul f onyl ) -N^ , N^- 
dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methyl-l, 3-benzoxazole-7 
carboxamide; 

methyl 3- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } amino ) carbonyl ] benzoate ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [.{5- 
'methoxy-1,2, 3, 4-tetrahydronaphthalen-l-yl) amino ] propyl} -5- 
me thyl -N^ , -dipropyli sophthalamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 2 -hydroxy-3- [ (5- 
methoxy-1,2, 3 , 4-tetrahydronaphthalen-l-yl) amino]propyl} -5- 
methyl-N^ , N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (IS) -2,3-dihydro-lH 
inden-l-yl amino] -2 -hydroxypropyl } -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } -N^ , N^-dipropyl cyclohexane- 
1 , 2 -dicarboxamide ; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl} -3 -{ [ (2R) -2- 
(methoxymethyl ) pyrrolidin-l-yl ] sulf onyl } benzamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4- 
{ [ethyl (methyl) amino] sulf onyl} benzamide; 

formic acid compound with N-{ (lS,2R)-l-{3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2 -hydroxypropyl} -4- 
{ [ethyl (methyl) amino] sulf onyl }benzamide (1:1); 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3^ropyl}-3 , 5-dimethylbenzamide; 

N^-butyl-N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl) cyclopropyl] amino) -2 -hydroxypropyl) -N^ -methyl- 5- 
(1, 3-thiazol-2-yl) isophthalamide; ■ - 

N^-butyl-N5-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- ' 
ethylbenzyl ) amino] - 2 -hydroxypropyl } -N^ -me thy Ipentanediamide ; 

N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } -N^ , N^- 
dipropylpentanediamide ; 

( 2R ) -N^- {(lS,2R)-l-{3, 5-difluorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2-hydro3^ropyl } -2-methyl-N^ , N^- 
dipropylpentanediamide ; 

(2S) -N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methyl-N^,N^- 
dipropylpentanediamide ; 
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N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^ , N^-dipropylsuccinamide; 

N^^{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^- [2- (dipropylamino) -2- 
oxoethyl ] -N^~methylglycinamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydro3Qrpropyl } -N^- [ 2 - ( dipropylamino) -2 - 
oxoethyl ] glycinamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5- [2- 
(methoxymethyl) pyrrolidin-l-yl] -5-oxopentanainide; 

N^-{ { IS, 2R)-l-( 3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^- ( 2-f urylmethyl ) -N^- 
methylpentanediamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [ (4-ethylpyridin-2- 
yDmethyl] amino} -2-hydroxypropyl) -5-methyl-N^,N^- ' 
dipropylisophthalamide; ' . 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- ' 
ethynylphenyl ).cyclopropyl] amino} -2-hydroxypropyl )-6-methyl- 
, N^-dipropylpyridine-2 , 4 -dicarboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxyprdpyl}'-2 , 2 -dimethyl chromane-7- 
carboxamide; 

N-{ (IS, 2R)-1- (3, 5-di f luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2 , 2-dimethylchromane-6- 
carboxamide; 

.N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydro3Qrp3^opyl}-2-methyl-l, 3-benzoxazole-4- 
carboxamide; .. 

N-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3 -[ (3- 
ethylbenzyl) amino] -2-hydrpxypropyl}-2-propyl-l, 3-benzoxazole-4- 
carlDOxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4- { [ ( 2R) -2- 
(methoxymethyl ) pyrrolidin-l-yl] sulf onyl }benzamide ; 

N- { ( IS , 2R) -1- ( 3 , 5 -dif luorobenzyl ) -3 - [ ( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 -{dihydroxy[ (2S) -2- 
( hydr oxyme thy 1 ) pyr r o 1 i din- 1 -y 1 ] - 1 amixia* - su 1 f any 1 } benz amide ; 

l-butyl-N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-lH- indole-6-carboxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-propyl-lH-indole-6- 
carboxamide; 

1-butyl-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } - IH- indole- 5 -carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- C (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - [ 4- ( 2 -hydroxyethyl ) -1 , 3 - 
oxazol-2-yl] benzamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ {3- 
isopropylbenzyl) amino] propyl }-N^,N^-dipropyl-5- (1, 3-thiazol-2- 
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yl) isophthalamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy- 3- [ (3- 
isopropylbenzyl ) amino] propyl } -N^ , N^-dipropyl-5- (1,3 -thiazol-2 - 
yl ) isophthalamide ; 

N^-( (lS,2R)-l-(3,5-difluoroben2yl)-3-{ [ (4-ethylpyridin-2- 
yl) methyl] amino} -2 -hydroxypropyl) -5- (1, 3-oxazol-2-yl) -N^,N^- 
dipropylisophthalamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -4- 
( ethoxymethyl ) benzamide ; . 

l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } indoline-6-carboxamide; 

3- [ (tert-butylamino) sulfonyl] -N-{ (IS, 2R) -1- (3, 5- 
difluorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroscKHpropyl } benzamide ; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 3-dihydro-l , 4- 
benzodidxine- 6-carboxamide ; 

N-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- { [ (2R)-2- 
(hydroxymethyl)pyrrolidin-l-yl] sul f'onyl} benzamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^,N^-dipropyl-5-pyridin-4- 
ylisophtlialamide ; 

-butyl -N^- { (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [. (3- 
ethynylbenzyl) amino] -2 -hydroxypropyl }-N^, 5- 
dimethylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
isopropylbenzyl) amino] propyl} -3- { [ (2R) -2- 

(methoxymethyl ) pyrrol idin-l-yl ] carbonyl } -5-methylbenzamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethynylbenzyl) amino] -2 -hydroxypropyl} -3 -{ [ (2R) -2- 
(methoxymethyl ) pyrrolidin-l-yl] carbonyl } -5-methylbenzamide; 

3- (l-butyl-lH-pyrazol-4-yl) -N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydr oxypr opyl } pr opanamide ; 

N-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -.3-{ [l-O- 
ethylphenyl) cyclopropyl] amino} -2 -hydroxypropyl) -3-{ [ (2R) -2- 
(methoxymethyl ) pyrrolidin-l-yl ] carbonyl } - 5-methylbenzamide ; 

l-butyl-N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- ^ 
ethylbenzyl) amino] -2-hydroxypropyl}-lH-indazole-6-carboxamide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxypropyl}-2-thien-2-yl-l, 3-thiazole- 
4 -carboxamide ; 

5- (aminosulfonyl) -N-{ {1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2 -hydroxypropyl }-l-methyl-lH-pyrrole-2- 
carboxamide; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2 -{ [ (2- 
f urylme thyl ) sulfonyl ] methyl } -1 , 3 - thiazole-4 -carboxamide ; 
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N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ {3- . 
ethylbenzyl) amino] -2-hydroxypropyl}-2-{ [ (4- 
f luorobenzyl ) sulfonyl] methyl } -1 , 3-thiazole-4-carboxamide; 

l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- 
Imethyl (methylsulfonyl) amino] -lH-indole-6-carboxamide; 

N-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- { [l-{3- 
e thynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -4 - ( 2 - 
methoxye thyl ) benzamide ; 

N^-butyl-N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydrpxy-3- 
[ (l-phenylcyclopropyl) amino] propyl }-N^-methyl-5- (l,3-thiazol-2- 
yl ) isophthalamide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy-3- [ (1- 
phenylcyclopropyl)amino]propyl}-5- (1, 3-oxazol-2-yl) -N^N^- 
dipr opyl i sophthalamide ; 

N-{ (IS, 2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- 
[ ( ethylamino ) sul f onyl ] benzamide ; 

N-{ (IS, 2R) -rl- (3, 5 -dif luorobenzyl) -3-1(3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- 
[ (methylamino ) sul f onyl ] benzamide ; 

(2E) -3- (l-butyl^lH-pyrazol-4-yl) -N-{ (IS, 2R) -1- (3 , 5- ' 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] •-2-hydroxypropyl}prop- 
2-enamide or (2E) -3- (l-butyl-lH-pyrazol-4-yl) -N-{ (IS, 2R) -1- 
(3 , 5 -dif luorobenzyl) - 3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl}prop-2-enamide ; 

^ N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } isoquinoline-7 -carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -1- 

(propylamino) isoquiholine-7-carboxamide or N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ ( 3 -ethylbenzyl) amino] -2-hydroxypropyl} -1- 
(prppylamino ) isoquinoline-7-carboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 3- 1(3- 
isopropylbenzyl ) amino ] propyl } - 5 - { [ ( 2 -hydroxy- 1,1- 
dimethylethyl ) amino] sulfonyl } -N^ , N^-dipropyl isophthalamide; 

methyl 3- (2-{3- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } amino ) carbonyl ] phenyl } - 1 , 3 - 
oxazol - 5 -yl ) propanoat e ; 

3- (2-{3- [ ( { (IS, 2R) -1- (3 ; 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } amino ) carbonyl ] phenyl } - 1 , 3 - 
oxazol-5-yl) propanoic acid; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino] -2 -hydroxypropyl } -1- (3 -hydroxypropyl ) -IH- 
indol e - 6 - carboxamide ; 

N-{ (IS, 2R)-1- (3, 5 -dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl) amino] -2-hydroxypropyl}-3-ethoxybenzamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methyl-6- (pyrrolidin-1- 
ylcarbonyl) isonicotinamide; 
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N^-( {lS,2R)-l-{3,5-difluorobenzyl)-3-{ [ (6-ethylpyridin-2- 
yDmethyl] aiaino}-2-hydroxypropyl) -S-methyl-N^/N^- 
dipropy 1 i sophthalamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ {3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
[ (dipropylamino) sulf onyl]benzamide; 

N^-( (lS,2R)-l-(3,5-difluorobenzyl)-3-{ [ (6-ethylpyridin-2- 
yl ) methyl ] amino } - 2 -hydroxypropyl ) - 5- (1 , 3 -oxazol-2 -yl ) -N^ , N^- 
dipr opy 1 i sophthal ami de ; 

tert-butyl (IR) (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 

[ (3 -ethylbenzyl) amino] -2-hydroxypropyl}amino)carbonyl]-3- 
(methylsulf inyl ) propyl carbamate ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2- 
(dipropylamino) isonicotinaiciide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2 -hydroxypropyl} -2- 

(dipropylamino) isonicotinamide; 
(2R) -2-amino-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
. ethylbenzyl ) amino ] -2 -hydroxypropyl } -4 - 

(methyl sulf inyl ) butanamide ; 

*N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
{ [ethyl (methyl) amino] sulfonyl}-5-{ t (2S) -2- 
.(methoxymethyl ) pyrrolidin-l-yl ] carbonyl }benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-l- 

[methyl (propyl) amino] isoquinoline-7-carboxamide or N-{ (IS, 2R) - 
1- (3 , 5 - dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl} -1- [methyl (propyl) amino] isoquinoline-7- 
carboxamide; 

N-{ (IS, 2R)-l-{ 3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino]-2-hydroxypropyl}-4- (1, 3-oxazol-2- 
yDbenzamide; 

N^- [ (IS, 2R).-3-{ [1- (3-bromophenyl) cyclopropyl] amino}-l- 
(3 , 5-dif luorobenzyl) -2 -hydroxypropyl] -5- (1, 3-oxazol-2-yl) - 
, N^-dipropylisophthalamide ; 

N^-[ (lS,2R)-3-{ [1- {3-bromophenyl) cyclopropyl] amino} -1- 
(3, 5 -dif luorobenzyl) -2 -hydroxypropyl] -5- (l, 3-oxazol-2-yl) - 
, N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2 -hydroxypropyl } -N^ , N^-dipropyl-lH-pyrazole- 

3 , 5-dicarboxamide; 
N^-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^-dipropylcyclobutane- 

1 , 2 -dicarboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3- 
[ (dipropylamino) carbonothioyl] benz amide ; 

3- [ (E) - (cyanoimino) (dipropylamino) methyl] -N-{ (IS, 2R) -1- 
(3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
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hydroxypropyl Ibenzamide ; 

N^^{ (IS. 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (6- 
isopropyl-2 , 2'-dioxido-3 , 4-dihydro-lH-isothiochromen-"4- 
yl ) amino ] propyl } - 5 -methyl -N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 3 - ( 1 - 
propylbutoxy ) benzamide ; 

N^-( (lS>2R)-l-(3,5-difluorobenzyl)-3-{ [ (5-ethylpyridin-3- 
y 1 ) me thy 1 ] amino } - 2 -hydroxypropyl ) - 5 - ( 1 , 3 -oxazol -2 -yl ) -N^ , - 
dipropylisophthal amide ; 

N^-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- [ (6- 
isopropyl-2 , 2-dioxido-3 , 4-dihydro-lH-isothiochromen-4- 
yl ) amino ] propyl } - 5-methyl-N^ , N^-dipropylisophthalamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -1- (2-methoxyethyl) -IH- 
indole- 6-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dlf luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 , 4-dihydro-2H-l , 4- 
benzoxazine-6-carboxamide; 

.N-{ (1S,2R) -1- (3, 5-difluorobenzyl ) -3- [ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl }-3-{[(2S)-2- 
(methoxymethyl)pyrrolidin-l-yl]carbonyl}-5-{ [ (2R)-2- 
(metho3cymethyl)pyrrolidin-l-yl] sulfonyl} benzamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4- (1, 3-thiazol-2- 
yl)benzamide; 
N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2 -hydroxypropyl } -4 , 8 -die thoxyquinoline- 2 - 
carboxamide; 

2- {4-butyl-3-oxopiperazin-l-yl) -N-{ (IS, 2R) -1- (3,5- 
di f luorobenzyl ) -3 - [ (3 -ethy Ibenzyl ) amino ] -2 - 
hydroxypropyl } acetamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 

e thylbenzy 1 ) amino ] - 2 -hydroxypropyl } -N*' - [ 2 - 

(dimethylamino) ethyl] -N^, 5-dimethylisophthalamide; 
N^-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -2-hydroxy-3- [ (3- 

methylbutanoyl ) amino ] propyl } - 5 -methyl -N^ , N^- 

dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -2-hydroxy-3- [ (4- 
methylpentanoyl ) amino] propyl } -5-methyl-N^ , N^- 
dipropylisophthalamide ; 

isobutyl (2R,3S)-4-(3,5-difluorophenyl)-3-({3- 
[ (dipropyl amino) carbonyl] -5-methylbenzoyl} amino) -2- 
hydr oxybu tyl c arbama t e ; 

ethyl (2R,3S)-4-(3,5-difluorophenyl)-3-({3- 
[ (dipropyl amino) carbonyl] -5-methylbenzoyl}amino) -2- 
hydroxybu tyl carbamate ; 

N^- [ (IS, 2R) -1- (3 , 5-difluorobenzyl) -2-hydroxy-3- (pyrimidin 
2 -ylamino ) propyl ] - 5 -methyl -N^ , N^-dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 



-1197- 



wo 03/040096 




PCT/US02/36O72 



ethylbenzyl) amino] -2-hydroxypropyl}-5-methyl-N^- [ (IS) -1- 
me thy Ipr opy 1 ] i s ophthalamide ; 

N^-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-liydroxypropyl} -5-metl)yl-N^- 1 (IR) -1- 
metliylpropyl] isoplitlialamide; 

N-{ (IS, 2R) -1- (3/ 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (dipropyl amino) -6- 
methylpyrimidine-4-carboxamide ; 

[butyl (methyl) amino] -N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) - 
3 - 1 (3 -ethylbenzyl) amino] -2-hydroxypropyl}isoquinoline-7- 
carboxamide or l-[butyl(methyl)amino]-N-{ (lS,2R)-l-(3,5- 
difluorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } isogiiinoline-7-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -1 , 3-dihydro-2- 
berizothiopherie-5-carbbxamide 2, 2 -dioxide ; 

N- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- { [1- (3- 
ethynylphenyl) cyclopropyl] amino} -2-hydroxypropyl) -3 - { [ (2R) -2- 
(methoxymethyl) pyrrolidin-l-yl] carbonyl } -5-methylbenzamide ; 

N- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -3-{ [1- (3- 
ethynylphenyl) cyclopropyl] amino) -2-hydroxypropyl) -3- { [ (2R) -2- 
(methoxymethyl ) pyrrolldiri-l'-yl] carbonyl } -5-methylbenzamide 
trif luoroacetate ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-isobutyl-lH-indole-6- 
carboxamide; 

l-butyl-N-{ (1S, 2R)-1- (3, STdif luorobenzyl) -3- [ (3- ' 
ethylbenzyl) amino] -2-hydroxypropyl} -4- (2, S-dimethyl-lH-pyrrdl- 
l-yl) -lH-indole-6-carboxamide; 

l-butyl-N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } - 4 -methyl -IH- indole- 6- 
carlDOxamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-oxo-2-propyl-2, 3-dihydro 

1.2- benzisothiazole-6-carboxamide 1,1-dioxide; 

l-butyl-N-{ (IS, 2R)"-1- (3, 5-di'f luorobenzyl )*-3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- (1,3 -oxazQl-2-yl ) -IH- 
indole-6-carboxamide ; 

N- { (IS , 2R) -1- (3 , 5-difluorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (dipropylamino) -6- 
methylisonicotinamide ; 

N-{(lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2- [ (methylsulfonyl) methyl] 

1 . 3 - thia2ole-4 -carboxamide ; 

4-amino-l-butyl-N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -lH-indole-6-carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2-ethyl-3-oxo-2 , 3-dihydro- 
1, 2-benzisothiazole-6-carboxamide 1,1-dioxide; 

3-[ (tert-butylamino)sulfonyl] -N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3-ethyl]Denzyl) amino] -2-hydroxypropyl} -5- 
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{ [ (2S) -2- (methoxymethyl)pyrrolidin-l-yl]carbonyl}benzaiidde; 

3- { [ (2S)-2-butylpyrrolidin-l-yl]carbonyl}-N-{ (1S,2R)-1- 

(3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydro3Q^ropyl} - 
5-methylbenzamide ; 

4- butyl-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 , 4-dihydro-2H-l , 4- 
benzoxaz ine - 6 - carboxamide ; 

N-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-methyl-5-{ [ (2R) -2- 
(propoxymetliyl ) pyrrolidin-l-yl ] carbonyl }benzamide ; 

2- (l-butyl-2-oxopiperidin-4-yl) -N-{ (1S,2R) -1- (3 , 5-- 
dif luorobenzyl) -3- [ {3-ethylbenzyl ) amino] -2- 
liydroxypropyl } acetamide ; 

N-{ {IS, 2R)-1- (3, .5-dif luorobenzyl) "3- [ (3- 
etliylbenzyl ) amino ] -2 -hydroxypropyl } -3 -pentylbenzamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] -2 -liydr oxypropy 1 } - 3 - { 2 -e tliylliexyl ) benzamide ; 

ethyl 5- {3- [ ( { (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-^hydroxypropyl } amino) carbonyl] phenyl} -2- . 
furoate; 

N- { ( IS , 2R) -1- (3 , 5 -dif luorobenzyl ) -3- [ ( 3- 
ethy Ibenzyl ) amino] - 2 -hydr oxypropy 1 } -1 , 1 • -biphenyl-3 - 
carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydr oxypropy 1 } -2 • - (methyl thio ) -1 , 1 * - 
biphenyl - 3 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5T-dif luorobenzyl) -3- [ (3- 
ethylbenzyl)amino]-2-hydroxypropyl}-3-(2- . . 
f luorobenzyl ) benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2 -hydr oxypropy 1 } - 3-^ ( 4- 
f luorobenzyl ) benzamide ; 

ethyl 3»-[ ({ (IS, 2R) -l-,(3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydr oxypropyl } amino) carbonyl] -1,1'- 
biphenyl-2-carboxylate; ... 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3 ' , 5 ' -dif luoro-1, 1 ' - 
biphenyl - 3 - carboxamide ; 

N-{ (1S,2R) -l-( 3, 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] -2 -hydr oxypropyl } -2 -phenylacetamide ; 

tert-butyl 4- [({ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino] -2- * 

hydroxypropyl } amino) carbonyl ] benzylcarbamate; 

(2R) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2-hydroxy-2- 
phenylethanamide ; 

{2S) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2 -hydroxypropyl } -2-hydroxy-2- 
phenylethanamide ; 

3- (5-chloropentyl) -N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- 
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[ (3-ethylbenzyl) amino] -2-hydroxypropyl}ben2amide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - ( 1-phenylethyl ) benzamide 
tri f luoroacetat e ; 

3- (cyclohexylmethyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ ( 3 -e thylbenzyl ) amino ] -2 -hydroxypropyl } benzamide ; 

3-cyclopentyl-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } benzamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl}-3-hex-5-enylbenzamide; 

3- ( 6-cyanohexyl ) -N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl} benzamide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- (2-f ormylthien-3- 
y 1 ) benzyl ] amino } - 2 -hydroxypropyl ) - 5 -methyl -N^ , - 
dipropylisophthalamide ; 

N^- ( (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- (5-f ormylthien-3- 
y 1 ) benzyl ] amino } - 2 -hydroxypropyl ) - 5 -methyl -N^ , - 
dipropylisophthalamide; 

N^- ( (1S/2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3 - (6- 
methoxypyridin-2-yl) benzyl] amino} propyl) -5*-methyl-N^,N^- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -3-{ [3 - (5-cyanopyridin-3-yl) benzyl] amino} -1- 
(3 / 5-dif luorobenzyl) -2 -hydroxypropyl] -5-methyl-N\N^- 
dipropyiisophthalamide ; 

N^-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3 -{ [3- (6-f luoropyridin- 
3 -yl ) benzyl ] amino } - 2 -hydroxypropyl ) - 5 -methyl -N^ , - 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydro3^-3- [ (3- 
pyrimidin-4-ylbenzyl ) amino] propyl } -5 -methyl -N^ , N^- 
dipropylisophthalamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- (5- 
ethylpyrimidin-2 -yl ) benzyl ] amino} -2 -hydroxypropyl ) -5-methyl- 
, N^-dipropylisophthalamide ; 

N^-{ (1S,2R) -1- (3, 5-difluorolDen2yl)-2-hydroxy-3-[ (3- 
pyrimidin-2-ylbenzyl ) amino] propyl } -S-methyl-N^ , N^- 
dipropylisophthalamide ; 

methyl 2 - [ ( { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} amino) carbonyl] -6- 
methylisonicotinate ; 

N*-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-6-methyl-N^,N^- 
dipropylpyridine-2,4-dicarboxamide 1-pxide; 

l-butyl-4-cyano-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -IH- indole- 6 -carlDoxamide ; 

l-butyl-4-cyano-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-lH-indole-6-carboxamide; 

5-(diethylamino)-N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
dipropylisophthalamide ; 

N^- [ ( IS , 2R) - 3 - { [ 3 - ( diethylamino ) benzyl ] amino } - 1- { 3 , 5 - 
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dif luorobenzyl) -2-hydroxypropyl] -5- (l,.3-oxazol-2'-yl) -n\N^- 
dipr opyl i soph thai amide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (dimethylamino) -N^,N^- 
dipropylisophthalamide ; 

N^-( (1S,2R)-1- (3, 5-dif luorobenzyl) -3-{ [ (2-ethylpyridin-4~ 
yDmethyl] amino} -2 -hydroxypr opyl) -5- (1, 3-oxa2ol-2-yl) -N^N^- 
dipropylisophthalamide ; 

N^- (tert-butoxycarbonyl) -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-L- 
norleucinaioide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3- [ (3H- [1,2, 3] triazolo[4, 5- 
b] pyridin-3 -yloxy ) methyl ] benzamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-: [ (3- 
iodobenzyl ) amino ] propyl } -3 - { [ ( 2- 

hydroxye thyl ) (propyl ) amino ] methyl } - 5 -me thylbenzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl } -3 - { [ ethyl (propyl ) amino ] methyl } -5- 
me thylbenzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-methyl-l, 3-dihydro-2 , 1- 
benzisothiazole-^S-carboxamide 2 , 2-dioxide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -L-nor leucinamide ; 

N^-( (lS,2R)-l-(3,5-difluorobenzyl)-3-{ [3- 
(dimethyl amino) benzyl] amino} -2 -hydroxypr opyl) -5- (1, 3-oxa2ol-2- 
yl ) -N^ , N^-diprppylispphthalamide ; 

2- chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypr opyl } - 6 -methylisonicotinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodoberizyl ) amino ] propyl } - 3 - { [ ( 2 - 
hydrbxyethyl) (propyl ) amino ] me thyl } benzamide ; 

N-{ lis, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypr opyl } -2 - ( 3 -f luoro-4- . 
propoxyphenyl ) acetamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (3-methoxy-4- 
propoxyphenyl) acetamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- [ (3- 
i odobenzyl ) amino ] pr opyl } - 3 -methyl - 5 - 
{ [methyl (propyl ) amino ] me thyl} benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- [ (3- 
iodobenzyl ) amino] propyl } -3- [ (dipropylaiaino) methyl] -5- 
methylbenzamide ; 

3 - { [butyl (methyl ) amino] methyl } -N- { ( IS , 2R) -1- ( 3 , 5- 

dif luorobenzyl) -2-hydroxy-3- [ (3-iodobenzyl) amino] propyl} -5- 
me thy Ibenzami de ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3 - [ (3- 
ethyll>enzyl ) amino] -2 -hydroxypropyl } -4- (piperidin-1- 
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ylsulf onyl ) benzamide ; 

N-{(lS,2R)-l-(3,5 -di f luor obenzyl ) - 2 -hydroxy- 3 - [ { 6 - 
isopropyl~2 , 2-dioxido-3 , 4-dihydro-lH-isothiochromen-4- 
yl ) amino ] propyl } -3 -methylbenzamide ; 

N- ( (IS, 2R) -1- (3, 5-difluorobenzyl) -3-{ tl- (3- 
ethynylphenyl) cyclopropyl] amino}-2-hydroxypropyl) -4- (3- 
methoxypropy 1 ) benzamide ; 

5- amino-N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
dipropylisophthalamide ; 

N^- [ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- ( {3- 
[ (dimethylamino) methyl] benzyl} amino) -2 -hydroxypropyl] -5- (1,3- 
oxazol-2 -yl ) -N^ , N^-dipropylisophthalamide ; 

N- (tert-butoxycarbonyl) -3-butyl-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl }-L- 
histidinamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-isopentyl-lH-indole-6- 
carboxamide; 

N-{ (IS, 2R)-l-( 3, 5-difluorobenzyl ) -3- [( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl } -2-propyl-2 , 3-dihydro-l , 2- 
benzisothiazole-6-carboxaini.de 1, 1-dioxide; 

. N-{ (IS, 2R) -l-(3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-2-ethyl-2, 3-dihydro-l, 2- 
benzisothiazole-6-carboxamide 1, 1-dioxide ; 

6- bromo-N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3-^ 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2 , 2-dimethylcliromane-8- 
carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } - 4- 
[ (methylsulf onyl ) methyl ] cyclohexanecarboxamide ; 

N^-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-piperidin-4-yl-N^,N^- 
dipropylisophthalamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
e thy Ibenzy 1 ) amino] -2-hydroxypropyl}-3-methyl-5- (1, 3-oxazol-2- 
yl) benzamide; 

N-{ (IS , 2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5- 
[ (methylsulf onyl) methyl] thiophene-2 -carboxamide; 

3- [ (cyclohexylamino) methyl] -N-{ (IS, 2R) -1- (3 , 5- 
difluorobenzyl) -2-hydroxy-3-[ {3-iodobenzyl) amino] propyl} -5- 
methylbenzamidie ; 

2- (2-chlorophenoxy) -N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2 -hydroxypropyl }acetamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }pyrazine-2 -carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - 
(phenylsulf onyl ) propanamide ; 
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N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-2- [ (2S) -2- 
(methoxymethyl)pyrrolidin-l-yl]-6-methylisonicotinaniide; 

3-[ ({ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}amino) carbonyl] -5- 
metliylbenzoic acid; . 

6-cyano-N- { ( IS, 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-2, 2-'dimethylchromane-8- 
carboxamide; 

N-{ (lS,2R)-l-(3,5-difluoroben2yl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 -methyl- 5^ (1,3 -thiazol-2 - 
yl ) benzamide ; 

formic acid compound with N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2 -hydroxypropyl} -2- (4- 
ethoxyphenyDacetamide (1:1); 

formic acid compoiind with N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] - 2 -hydroxypropyl} -3- 
methyl-5-{ [ (2S) -2-propylpyrrolidin-l-yl] carbonyl} benzamide 
(1:1); 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl)amino]-2-hydroxypropyl}-3-{ [ (2R)-2- (2- 
methoxyethyl ) pyrrolidin-l-yl ] carbonyl } -5-methylbenzamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4 - 
[ (methyl sulfonyl ) methyl ] cyclohexanecarboxamide ; 

3 -butyl -N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl} -l-methyl-lH-indole-5- 
carboxamide; 

formic acid compound with 2- (l-butyl-2-oxo-l, 2- • - 

dihydropyridin-4-yl) -N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } acetamide (1:1); 

3 -butyl -N- { ( IS , 2R) -1- ( 3 , 5 -dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino] -2 -hydroxypropyl } -L-histidinamide; 

5- [ (diethylamino) methyl] -N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2 -hydroxypropyl}- 
, -dipropyli sophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxyprppyl} -5- [ (dimethylamino) methyl] - 
, N^-dipropylisophthalamide ; 

N-{ (lS,2R)-3-[ (3-ethylbenzyl)amino]-l-[3- 
(hexyloxy)benzyl] -2-hydroxypropyl}-3- (l,3-oxazol-2- 
yl) benzamide; 

fontiic acid compound with N-{ (1S,2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl}-2- (3 
hydroxy- 4 -me thoxyphenyl ) acetamide (1:1); 

formic acid compound with N-{ (1S,2R) -1- (3, 5- 
dif luorobenzyl) -3- 1 (3-ethylbenzyl) amino] -2-hydro3QTpropyl}-4- 
(1, 3- thia2olidin-3-ylsulfonyl) benzamide (1:1); 

formic acid compound with N-{ (1S,2R) -1- (3 , 5- 
dif luorobenzyl ) -3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl } -4- 
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(3 , 4-dihydroisoquinolin-2 ( IH) -ylsulf onyl) benzamide (1:1); 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ {3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- [ (4-phenylpiperazin-l- 
yl ) sulf onyl ] benzamide ; 

3-butyl-N'-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-lH-indole-5-carboxamide; 

N-{(lS,2R)-3-[( 3 -e thylbenzyl ) amino ] - 1 - [ 3 - 
(laexyloxy ) benzyl ] - 2 -hydr oxypropyl } acetamide ; 

1-butyi-N- ( (1S,2R) -1- (3, 5-difluorobenzyl) -3-{ [1- (S'- 
etliynylphenyl) cyclopropyl] amino}-2-hydroxypropyl) -IH- 
benzimidazole-6-carboxamide; ' . " ' 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -5- 
[ (methyl sulf onyl ) methyl ] nicotinamide ; 

N^- [ (IS, 2R) -3- ( {3- [ (diethylamino)methyl]benzyl}amino) -1- 
(3, 5-difluorobenzyl) -2-hydroxypropyl] -5- (1, 3-oxazol-2-yl) - 
, N^-dipropylisophthalamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- [l-methyl-5- (4- 
methylbenzoyl) -lH-pyrrol-2-yl] acetamide; 

N-{(lS,2R)-l-(3,5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}"2- (dipropylamino) -6- (i, 3- 
oxazol-2-yl) isonicotinamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methyl-6- (1, 3-oxbzo1-2- 
yl) isonicotinamide; 

1-butyl-N- ( (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3-{ [1- (3- 
e thyny Iphenyl ) eye 1 opr opy 1 ] amino } - 2 -hydr oxypr opyl ) - IH- 
benzimidazole-5-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- [ (6- 
isopropyl-2 , 2-dioxido-3 , 4-dihydro-lH-isothiochromen-4- 
yl ) amino ] propyl } - 3 -me thylbenzamide ; 

N^-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-piperidin-3-yl-N^,N^- 
dipropylisophthalamide ; 

3- { [benzyl (methyl) amino] methyl }-N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -2-hydroxy-3- [ ( 3 -iodobenzyl) amino] propyl} -5- 
methylbenzamide ; 

formic acid compoxand with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl) -4- 
{ [4- (4-fluorophenyl)piperazin-l-yl] sulf onyl }benzamide (2:1) ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (pyrrolidin-1- 
ylsulf onyl ) benzamide ; 

formic acid compoxind with N-{ (IS, 2R) -1- (3 , 5- ' 
dif luorobenzyl) --3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl)-4- 
(pyrrolidin-l-ylsulfonyl) benzamide (1:1) ; 

formic acid compound with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl}-4- 
( { 4 - [ 3 - { tri f luoromethyl ) phenyl ] piperaz in-1 - 
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yl } sul f onyl ) benzamide (2:1); 

N-{ (1S,2R) -1- (3, B-difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -4- 
[ ( dime thy laiaino) sulf onyl] benzamide; 

formic acid compoiand with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2-hydroxypropyl}-4- 
[ (dime thy lamino ) sul f onyl ] benzamide (1:1); 

N-{ (IS, 2R) -3- [ (3 -ethylbenzyl) amino] -1- [3- 
(hexyloxy) benzyl] -2-hydroxypropyl}-2- [ ( me thyl sul f onyl) amino] - 
1 , 3-oxazole-4-carboxamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 6- 
[ (methyl sul f onyl ) methyl ] nicotinamide ; 

N-[ (lS.,2R)-3-[ (3-bromobenzyl)amino]-l.-(3,5- 
dif luorobenzyl) -2 -hydroxypropyl] -4-methylpentanamide; 

l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-1(3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methyl-lH-pyrrole-2- 
carboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy73-J (IH- 
pyrrol-2 -ylmethyl ) amino] propyl } -5 -methyl -N^ , N^- 
dipropyl isophthalamide ; 

N^-{ { IS, 2R)-l-( 3, 5-dif luorobenzyl) -3 -[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5-piperazin-l-yl-N^ , N^- 
dipropylisophthalamide ; 

N- [ (IS, 2R) -3- [ (3-bromobenzyl)amino]-l-(3, 5- 
dif luorobenzyl ) -2 -hydroxypropyl ] acetamide ; 

. N^-{(lS,2R)-l-(3,5-difluorobenzyi)-3-[(3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -6-methyl-N*,N*- 
dipropylpyridine-2 , 4-dicarboxamide; 

N^- ( tert-butoxycarbonyl ) -N^- { ( IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2 -hydroxypropyl } -D- 
norleucinamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -D-norleucinamide; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (4R) -6- 
isopropyl-2 , 2-dioxido-3 , 4-dihydro-lH-isothiochromen-4- 
yl] amino }propyl ) acetamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (4S) -t6- 
isopropyl-2 , 2-dioxido-3 , 4-dihydro-lH-isothioc]iromen-4- 
yl] amino} propyl) acetamide; 

formic acid coir^ound with 4-{[(4- 
chlorophenyl ) (methyl) amino] sulfonyl}-N-{ (1S,-2R) -1- (3,5- 
dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] -2- 
hydroxypropy 1 } benzamide (1:1); 

formic acid coitpoxind with 4- 
{ [benzyl (phenyl ) amino] sulf onyl } -N- { ( IS , 2R) -1- { 3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } benzamide (1:1); 

formic acid compound with N-{ (IS, 2R) -1- (3 , 5- 
difluorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2 -hydroxypropyl} -4- 
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(inorpholin-4-ylsulfonyl)benzainide (1:1) ; 

1 (IS, 2R) -3- [ (3-bromobenzyl) amino] -1- (3i 5- 
dif luorobenzyl ) -2-hydroxypropyl ] propanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (3-oxo-4- 
propylcyclohexyl) acetamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (3- 
oxocyclohexyl ) acetamide ; 

N--{ (IS, 2R)-1- (3, 5 -dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l, l-dipropyl-3 , 4-dihydro- 
lH-isochromene-7-carboxamide ; 

formic acid compound with. 4-{ [ (2- 
cyanoethyl) (metliyl) amino] sulfonyl}-N-{ (1S,2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-^ 
hydroxypropyl } benzamide (1:1); 

formic acid compound with 4- 
{ [cyclohexyl (methyl) amino ]sulfonyl}-N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydr oxypropyl } benzamide (1:1); 

formic acid compound with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-4- 
{ [methyl (2-pyridin-2-ylethyl) amino] sulfonyl) benzamide (2:1); 

formic acid confound with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-4- 
{ [methyl (phenyl ) amino] sulfonyl } benzamide (1:1); 

formic acid coirpoiind with 4- 
{ [benzyl (methyl ) amino ] sulfonyl } -N- { (IS , 2R) -1- { 3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypr opyl } benzamide (1:1) ; 

formic acid compound with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl) -4- 
{ [methyl ( 2 -phenyle thyl ) amino ] sul f onyl } benzamide (1:1); 

fonaic acid cpmpound with 4- 
{ [allyl (methyl) amino] sulfonyl}-N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } benzamide (1:1); 

formic acid confound with 4-{[[2- 
(diethylamino) ethyl] (methyl) amino] sulf onyl}-N-{ (1S,2R) -1- (3, 5- 
dif luorobenzyl)— 3 -'[ {3-ethylbenzyl) amino] -2- 
hydrpxypropyl } benzamide .( 2:1); 

formic acid compound with N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl} -4- 
{ [methyl (propyl) amino] sulfonyl }benzamide (1:1); 

formic acid compound with 4- 
{ [butyl (me thyl) amino] sulfonyl (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } benzamide (1:1); 

formic acid compound with N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl} -4- 
{ [methyl (pentyl ) amino] sulfonyl }benzamide (1:1); 
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formic acid compoTind with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3'-ethylbenzyl) amino] -2-hydroxypropyl}-4- 
{ [isopentyl (methyl ) amino] sulf onyl }benzamide (1:1); 

2- butyl-N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -'2-hydroxypropyl } -1 , 2 / 3 , 4- 
tetrahydroisoquinoline-7 -carboxamide ; 

formic acid compoiind with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2-hydroxypropyl}-4- 
{ [methyl (l-methylpyrrolidin-3-yl) amino] sulf onyl }benzamide 
(2:1); 

N^-( (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- { [1- (4-ethylpyridin- 
2 -yl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -5 - ( 1 / 3 -oxazol-2 -yl ) - 
, -dipr opyl i sophthalamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
e thyny Ipheny 1 ) cy cl opr opyl ] amino } - 2 -hydr oxypropyl ) - 3 - ( 2 - 
methoxyethyl ) benzamide ; 

1-butyl-N- ( (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3--{ [1- (3- 
ethynylphenyl) cyclopropyl] amino}-2-hydroxypropyl) -2- (2- 
methoxyethyl) -lH-benzimidazole-6-carboxamide; 

L-alpha-glutamyl-L-valyl-N^- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-L- 
methioninamide ; 

3- { [cyclohexyl (methyl) amino] methyl }-N-{ (1S,2R) -l-(3,5- 
dif luorobenzyl) -2-hydroxy-3- [ (3-iodobenzyl) amino ] propyl} -5- 
methylbenzamide ; 

N-{ (lS,2R)-l-(3-butoxybenzyl)-3-[ {3-ethylbenzyl).amino] -2- 
hydroxypropyl } acetamide ; 

formic acid compound with 2- (4-butyl-2 , 5-dioxopiperazin- 
l-yl)-N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypr opyl} acetamide (1:1) ; 

3- bicyclo [2 , 2 .1] hept-2-yl-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } benzamide ; 

.. 3- (butylamino) -N- ( (IS, 2R) -1- (3 , 5 -dif luorobenzyl) "•3-{ [1- 
( 3 -ethynylphenyi) cyclopropyl] amino} -2 -hydroscypr opyl) -4- (2- 
methoxyethyl ) benzamide ; 

N- ( (IS, 2R) -1- (3, 5 -dif luorobenzyl) -3-{ [1- (3- 
ethynylphenyi ) eye lopropy 1 ] amino } - 2 -hydroxypropyl ) - 2 - 
(dipropylamino) -6- (1, 3-oxazol-2-yl) isonicotinamide; 

N- { (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -2-hydroxy-3- [ (IS) - 
1,2,3, 4-tetrahydronaphthalen-l-ylamino] propyl } -3- 
methylbenzaniide ; \ 

formic acid compound witli N-{ (lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydro3<ypropyl} -4- 
[ ( dipropylamino ) sulf onyl ] benzamide (1:1); 

formic acid compound with 4- [ (diethyl amino) sulf onyl] -N- 
{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3-[ (3-ethylbenzyl) amino] -2- 
hydroxypr opy 1 } benzamide (1:1); 

4- butyl-N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l- (methylsulf onyl) -1, 2,3,4- 
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t etrahydroquinoxal ine- 6 - carboxami de ; 

1- butyl-N-{ (lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3Q^ropyl}isoquinoline-7-carboxamide; 

5 - { [butyl (methyl ) amino ] methyl ) -N- { (IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypr opy 1 } thi ophene- 2 - carboxamide ; 

3 - { [butyl (methyl ) amino ] methyl } -N- ( (IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -3-{ [1- (3-ethynylphenyl)cyclopropyl]amino}-2- 
hydroxypropyl ) - 5 -me thylbenzamide ; 

3 - { [butyl (methyl ) amino ] methyl } -N- ( ( IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -2-hydroxy-3-{ [3- 

{ trif luoromethyl ) benzyl ] amino }propyl ) - 5 -methylbenzamide ; 

3-bromo-5-{ [butyl (methyl) amino] methyl }-N- ( (1S,2R)-1- (3,5- 
dif luorobenzyl) -3-{ [1- (3-ethynylphenyl) cyclopropyl]amino}-2- 
hydroxypropyl ) benzamide ; 

3 - { [butyl (methyl) amino] methyl }-N- ( (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3-{ [1- (3-ethylphenyl) cyclopropyl]amino}-2- 
hydroxypropyl ) -5-methylbenzamide ; 

(2R) -2- (4-butyl-3-oxopiperazin"l-yl) -N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl}propanamide; ' ' 

3 - { [butyl (methyl ) amino] methyl } -N- { (IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl] -5 - 
methylbenzamide; 

N- { ( IS , 2R) -1 - ( 3 , 5-dif luorobenzyl ) -3- [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- (dipropylamino) -6- (1,3- 
thiazol-2-yl) isonicotinamide; 

N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -2-hydroxy-3 - [ ( 3 - 
iodobenzyl) amino ] propyl} -3 -{ [isopentyl (methyl ) amino] methyl} -5- 
methylbenzamide ; 

N-{ (lS,2R)-l-(3-butoxybenzyl)-3-[ (3-ethylbenzyl)amino]-2- 
hydroxypropyl}-2- [ (methylsulfonyl) amino] -1, 3-oxazole-4- 
carboxamide ; 

3-butyl-N-.{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } imidazo [ 1 , 2 -a ] pyridine- 6 - 
carboxamide; 

2- [butyl (methyl) amino] -N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) - 
3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl} -6- (1, 3-oxazol-2- 

yl ) isonicotinamide ; 

N- { (IS, 2R) -1- ( 3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l, 3-benzodioxole-5.- 
carboxamide ; 

N- { ( IS, 2R) -1- ( 3 , 5-dif luorobenzyl) -3- [ ( 6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl) amino] -2- 
hydr oxypr opy l}acet amide - ' ' "; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (6-ethyl-2, 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl) amino] -2- 
hydroxypropyl } acetamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [methyl (propyl) amino] -6- 
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{1,3 -oxazol-2 -yl ) isonicotinamide ; 

3 - { [ butyl (methyl ) amino] methyl } -N- { ( IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -2-hydroxy-3- [ (1- 

phenylcyclopropyl ) amino] propyl } -5-methylbenz amide ; 

3 - { [butyl (methyl ) amino] methyl } -N- { ( IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -2-hydroxy-3- [ ( 3 -isopropylbenzyl) amino] propyl } - 
5-methylbenzamide ; 

N-[(lS,2R)-3-{tl-(3 -bromophenyl ) cyclopropyl ] amino } -1- 
(3 , 5 -dif luorobenzyl) -2-hydroxypropyl] acetamide; 

3-{ [butyl(methyl)amino]methyl}-N-{'(lS,2R)-l-(3,5- 
dif luorobenzyl) -3-{ [1- (3 -ethynylphenyl) cyclopropyl] amino) -2- 
hydroxypropyl) -5- (1, 3-oxazol-2-yl)benzamide; 

N-( (IS, 2R) -I- (3 /5-dif luorobenzyl) -2-hydroxy-3-{ [2- 
(methylsulf onyl ) -1 -phenyl ethyl ] amino }propyl ) acetamide; 

3-{ [butyl (methyl) amino] methyl }-5-cyano-N- ( (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3-{ [1- { 3 -ethynylphenyl) cyclopropyl] amino] -2- 
hydroxypropyl ) benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } acetamide ; 

N- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- ( {2- 
[ (methylsulf onyl) methyl] benzyl} amino) propyl] acetamide; 

N-{ (lS,2R)"l-(3,5-difluorobenzyl)-3-[ (3- 
e thy Ibenzyl ) amino ] - 2 -hydroxypropyl } - 3 - { [ ( 2 - 
furylmethyl) (methyl) amino]methyl}-5-methylbenzamide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl) amino] -2-hydroxypropyl}-3-{ [ (2- 
me tiioxye thy 1 ) (methyl ) amino ] methyl } - 5 -me thylbenzamide ; 

3 - { [ [ 2 - ( diethylamino ) ethyl ] (methyl ) amino ] methyl } -N- 
{ {1S,2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } - 5-methylbenzamide ; 

N-[ (1S,2R) -3-[ (3-bromobenzyl)amino]-l-(3, 5- 
dif luorobenzyl) -2 -hydroxypropyl] -2-methoxyacetamide; 

formic acid compound with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl)amino] -2 -hydroxypropyl] -2- [4 
(ethoxymethyl) piper idin-l-yl]pentanamide (2:1); 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 -oxoindane-5-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3-hydroxyindane-5- 
carboxamide; 

formic acid compound with N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ ( 3 -e thy Ibenzyl) amino] -2-hydroxypropyl} -2- (4 
propoxypiperidin-l-yl) acetamide (2:1); 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino] - 2-hydroxypropyl} - 3- 

{ [isobutyl (methyl) amino]methyl}-5-methylbenzamide; 

formic acid compoiind with 2- (l-butyl-2-oxopiperidin-4- 
yl ) -N- { ( IS , 2R) -1- { 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] 
2 -hydroxypropyl } acetamide (1:1); 

formic acid compo\ind with 2- (4-butylpiperazin-l-yl) -N- 
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{ ( IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } acetamide (3:1); . 

4-butyl-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl} -3 , 4-dihydrO"2H-l, 4- 
benzotJiiazine- 6 -carboxamide; 

( (IS, 2R) -1- (3 , 5"difluorobenzyl) - 2-hydroxy-3-{ [ (1R,2S) - 
2-hydroxy-2 , 3 -dihydro-lH-inden-l-yl] amino }propyl) acetamide; 

2- [ (2S) -4-butyl-2-methyl-3-oxopiperazin-l-yl] -N-{ (IS, 2R) - 
1- (3 , 5-dif luorobenzyl) -3- [ (3-etliylbenzyl) amino] -2- 
liydroxypropyl } acetamide ; 

2- [ (2R) -4-butyl-2-methyl-3-oxopiperazin-l-yl] -N-{ (IS, 2R) - 
* 1- (3 , 5-dif luorobenzyl ) -3- [ {3-ethylbenzyl ) amino] -2- 
liydroxypropyl } ace tamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -liydroxypropyl} -2- (2 , 3-dioxo-4- 
propylpiperazin-l-yl) acetamide; 

4-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3-. 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1 / 2 , 3 , 4- 
tetrahydroquinoxaline- 6 -carboxamide ; 

N-{ (1S/2R) -1- ( 3, 5-dif luorobenzyl) -3 -[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 -methyl-5- 
{ [methyl (pentyl ) amino ] methyl } benzamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - t (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- { [ (2R) -2- 
(methoxymethyl ) pyrrol idin- 1 -yl ] me thyl } - 5 -me thylbenzamide ; 

N-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [l-(3- 
ethynylphenyl) cyclopropyl] amino}-2-hydroxypropyl) -2- 
( dipropylamino ) isonicotinamide ; 

N^-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (l-{4- 
[ (dimethylamino ) methyl ] pyridin-2-yl } cyclopropyl ) amino] -2- 
hydroxypropyl } - 5- ( 1 , 3 -oxazol-2 -yl ) -N^ , N^- 
dipr opy 1 i s ophthal amide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (dipropylamino) -4-me thyl - 
1 , 3- thiazole- 5 -carboxamide; 

N- [ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- ( {2- [ (4- 
ethylbenzyl) sulf onyl] ethyl} amino) -2-hydroxypropyl] acetamide; 

N- { ( IS , 2R) -1 - ( 3 , 5-difluorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl} -l-methyl-3-phenyl-lH- 
thieno [2 , 3-c]pyrazole-5-carboxamide; 

N- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -3-{ [ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino}-2- 
hydroxypropyl ) -3 , 5-dimethylbenzamide; 

N- { ( IS , 2R) -1- ( 3 , 5-difluorobenzyl ) -2-hydroxy-3 - [ { IS ) - 
1,2,3, 4-tetrahydronaphthalen-l-ylamino]propyl}acetamide; 

3- bromo-5-{ [butyl (methyl) amino] methyl }-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- t (3-ethylbenzyl) amino] -2- 

hydroxypropyl }benzamide ; 

1-butyl-N- ( (IS, 2R) -1- (3 , 5-difluorobenzyl) -3-{ [1- (3- 
ethynylphenyl) cyclopropyl]amino}-2-hydrbxypropyl) -lH-indole-6- 
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carboxamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ ( {4- 
[ (dimethylaitdno)methyl]pyridin-2-yl}methyl) amino] -2- 

hydroxypr opyl } - 5 - ( 1 , 3 -oxazol -2 -yl ) -N^ # N^- 
dipropylisophthalamide ; 

3- [ (butylamino) methyl] -N- { (IS , 2R) -1- (3 , 5-dif luorob^zyl ) - 
3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}-5-methylbenzamide; 

N-{ (1S,2R) -l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl)amino]-2-hydroxypropyl}-3-{ [ (2S)-2- 
(methoxymethyl ) pyrrolidin-l-yl ] methyl } -5-methylbenzamide ; 

formic acid compound with N-{ (1S,2R) -1- (3 r 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2"hydroxypropyl}-2- U 
{2-methoxyethyl)piperidin-l-yl]acetamide (2:1) ; 

l-butyl-N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -1 r 2 , 3 , 4- 
tetrahydroisoquinoline- 7 -carboxamide; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- ^ ^ 
ethylbenzyl ) amino] -2-hydroxypropyl } -N^, 5-dimethyl-N , N - 
dipropylisophthalamide; 

N^-{ {lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- [3- (dimethylamino)prop- 
ynyl ] -N^ , N^-dipropylisophthalamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2- 
phenoxyphenyl ) acetamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2- (2 , 5- 
dimethylphenyl ) acetamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- t (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydr oxypr opy 1 } - 2 - [ 2 - 
( tr i f luoromethoxy ) phenyl ] acetamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2- (2- 
ethoxyphenyl ) acetamide ; 

N-{ ( IS, 2R)-l-( 3, 5-dif luorobenzyl) -3 -[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} - 2- [2- 
( trif luoromethyl ) phenyl ] acetamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2-hydroxypropyl } - 2 - ( 2 - 
methoxyphenyl ) acetamide ; 

2 - [2 - (benzyl oxy) phenyl] -N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } acetamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -2 -phenylbutanamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3<ypropyl}-2-mesitylacetamide; 

N-{ (1S,2R) -l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (2,4- 
dimethoxyphenyl ) acetamide ; 
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2- (2-chlorophenyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2~hyclroxypropyl}acetamide; 

2-cyclohexyl-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] --2 -hydroxypropyl } acetamide ; 

2-cyclopent-2-eii-l-yl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3- [ (3-ethylbenzyl) aiaino] -2 -hydroxypropyl} acetamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2~ (l-methyl-5-oxp-2- 
thioxoimidazolidin-4-yl) acetamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 (3- 
ethylbenzyl) amino] "2-liydroxypropyl } -2- (2- 
fluorophenyl) acetamide; 

2-cyclopropyl-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } acetamide ; 

2-cyclohex-l-en-l-yl-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-etliylbenzyl) amino] -2 -liydroxypropyl} acetamide;. - 

2 - ( 1-adamantyl ) -N- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
etliylbenzyl ) amino] -2-laydroxypropyl } acetamide ; 

(2S)-N-{ (IS, 2R)-1- (3; 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-]iydroxypropyl}-2-plienylpropanamide; 

(2R) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl ) amino ] -2 -liydroxypropyl } -2 -plienylpropanamide ; 

2- (2 , 4-diclilorophenyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) - 
3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl} acetamide; 

N- { ( 1 S , 2 R ) - 1 - ( 3 , 5 -di f luo r obenzy 1 ) - 3 - [ ( 3 - 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } - 2 - ( 2 , 3 - 
dimethoxyphenyl ) acetamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- [3- 
(dimethylamino) propyl ] -N^ , N^-dipropylisophtlialamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (2 , 2-dioxido-3 , 4- 
dihydro-lH-isothiocliromen-4-yl) amino] -2- 
liydroxypropyl } acetamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (2, 2-dioxido-3 , 4- 
dihydro-lH-isothiochromen-4-yl) amino] -2- 
hydroxypropyl } acetamide ; 

N^- ( (1S,2R) -1- (3, 5-dif luorobenzyl) -3- £ [1- (4- 
ethyny Ipyr idin-2 -y 1 ) eye 1 opropyl ] amino } - 2 -hydroxypropyl ) - 5 - ( 1 , 3 - 
oxazol-2-yl) -N^,N^-dipropylisophthalamide; 

4-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -3 , 4-dihydro-2H-l, 4- 
benzothiazine-6-carboxamide 1-oxide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-l-heptyl-4-hydro3^-L- 
prolinamide; 

2- [butyl (methyl) amino] -6-chloro-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } isonicotinaraide ; 

2- [butyl (methyl ) amino] -6-cyano-N- { (IS , 2R) -1- (3,5- 
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dif luorobenzyl) -3- [ (3-et±Lylbenzyl) amino] -2- 
hydroxypropyl } isonicotinamide ; 

N''l{ IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 { {2- 
[ {dimethylamino)methyl]pyridin-4-yl}methyl) amino] -2- 
hydroxypropyl}-5- (1, 3-oxa2ol-2-yl) -J7,2\r-dipropylisophthalamide; 

4- butyl-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2 -hydroxypropyl} -8- (1, 3-oxazol-2-yl) -3,4- 
dihydro-2H-l, 4-benzoxazine-6-carboxamide or 4-butyl-N-{ (IS, 2R) 
1- (3 , 5-dif luorobenzyl) -3- [ (3 -etliylbenzyl) amino] -2- 
hydroxypropyl}-8- (1, 3-oxazol-2-yl) -3, 4-dihydro-2H-l, 4- 
benzoxazine-6-carboxamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-liydro3QTpropyl}-3- (4-ethyl-l, 3-oxazol-2- 
yl ) - 5 - { 1 , 3 -oxazol-2 -yl ) benzamide ; 

3 - benzyl-4 - { 4-butylphenyl ) -N- { { IS , 2R) -1- { 3 , 5- 

dif luorobenzyl) -3- [ (3 -etliylbenzyl) amino] -2-liydro3Qrpropyl}-4- 
. oxobutanamide; 

2- {4-butyl-2-oxopiperazin-l-yl) -N-{ (IS, 2R) -1- (3, 5- 
difluorobenzyl) -3- [ (3 -etliylbenzyl) amino] -2- 
hydroxypropyl } acetamide ; 

N-^ {ilSv 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl 1-2- [4- 
( ethoxymethyl ) piperidin-l-yl ] acetamide ; 

2- ( 4-butyl-2 , 3-dioxopiperazin-l-yl) -N- { (IS , 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 
hydroxypropyl } hexanamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino ] propyl } acetamide ; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (4- 
ethynylpyridin-2-yl) cyclopropyl] amino} -2 -hydroxypropyl) -5- (1,3 
oxazol-2-yl) -N^ , N^-dipropylisophthalamide; 

5- [ ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
^^ethylphenyl) cyclopropyl]amino}-2-hydroxypropyl) amino] -5- 

oxopentanoic acid; 

1- butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -1 , 2 , 3 , 4- 

tetrahydroquinoline-7-carboxamide or l-butyl-N-{ (IS, 2R) -1- (3 , 5 
dif luorobenzyl ) -3- [ (3-ethylbenzyl) amino] -2-hydroxypropyl}- 
1,2,3, 4-tetraliydroquinoline-7-carboxamide; 

4- [ ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) amino ] -4- 
oxobutanoic acid; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-propyl-rl, 2-benzisoxazole 
5 -carboxamide ; 

2- [allyl (methyl) amino] -N-{ (IS, 2R) -1- [3- (allyloxy) -5- 
f luorobenzyl] ~3- [ (3-ethylbenzyl) amino] -2-^ 
hydroxypropyl } isonicotinamide ; 

1-allyl-N- { (IS, 2R) -1- [4- (allyloxy) -3-f luorobenzyl] -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-lH-indole-6-carboxamide; 

N- ( ( IS , 2R) -1- ( 3 , 5 -di f luorobenzyl ) -3 - { [ 1- ( 3 - 
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ethynylphenyl) cyclopropyl] airdno>-2-hydroxypropyl) -4-phenyl-2- 
(iH-^pyrrol-l-yl) -1^ S-thiazole-S-carboxamide; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethynylphenyl ) cyclopropyl ] amino} -2-hydroxypropyl ) -2- 
(dipropylamino) -4- (trif luoromethyl) -1, 3-thiazole-5-carboxamide; 

(2S) -2-{ t {2R, 3S) -3- (acetylamino) -4- (3 , 5-dif luorophenyl) - 
2 -hydroa^butyl ] amino } -N-isobutyl-4- (methyl sulfonyl ) butanamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [3 - (3- 
hydroxyprop-l -ynyl ) benzyl ] amino } propyl ) ace t amide ; 

N- ( (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl ) cyclopropyl ] amino } - 2-hydroxypropyl ) -2 , 6- 
dimorpho 1 in- 4 -y Ipyr imidine- 4-carboxamide ; 

N-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl'} -3-- H {-23 ) -2-ethylpyrrolidin- 
1 -yl ] carbonyl } - 5 -me thylbenzamide ; 

(2S) -2- (4-butyl-3-oxopiperazin-l-yl) -N-{ (IS, 2R) -1- (3, 5- 
difluorobenzyl) -3-[ (3-ethylbenzyl)amino]-2- 
hydroxypropyl }propanamide ; 

N- ( ( IS, 2R) -1- (3 ,-5-dif luorobenzyl) -3- { [ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino} -2- 
hydroxypropyl ) tetrahydrof uran-3 -carboxamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] araino}-2- ' • 
hydroxypropyl ) propanamide ; 

N-( {lS,2R)-l-{3,5-difluorobenzyl)-3-{ [ (4R) -6-ethyl-2, 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino}-2- 
hydroxypropyl ) -2- (lH-imidazol-4-yl) acetamide; 

N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [ (4R) -6-ethyl-2 , 2- 

dioxido-3„ 4-dihydro-lH-isothiochromen-4-yl] amino} -2- 

hydroxypropyl) -N^, 2-dimethylalaninamide; 
N- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-{ [ (4R) -6Tethyl-2, 2- 

dioxido-3 , 4-dihydro-lH-isothiochfomen-4-yl] amino} -2- 

hydroxypropyl ) cyclopentanecarboxamide ; 

N- ( (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- { [ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino } -2- 
hydroxypropyl ) cyclopropanecarboxamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [ (4R) -6-ethyl-2, 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino} -2- 
hydr oxypropyl ) - 2 -phenylace tamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino} -2- 
hydroxypropyl ) tetrahydrof uran-2 -carboxamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino}-2- 
hydroxypropyl ) -1, 3-thiazolidine-4-carboxamide; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino}-2- 
hydroxypropyl ) - 3 -hydr oxybu tanamide ; 

N- ( (IS, 2R) -.1- (3 , 5-dif luorobenzyl) -3-{ [ (4R) -6-ethyl-2 , 2- 
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dioxido-3 / 4-dihydro-lH-isotMoclironien-4-yll amino} --2- 
hydr oxypr opy 1 ) - 3 -hydroxypr opanamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ .[ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochroiaen-4-yl] amino} -2- 
hydroxypropyl) -3-hydroxy-2 , 2-dimethylpropanamide; 

N- ( ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - { [ { 4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amiiio}-2- 
hydr oxypr opyl) -3-methylbutanamide; 

N^- ( (1S,2R) -1- ( 3, 5-dif luorobenzyl) -3- { [ (4R) -6-ethyl-2,2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino}-2- 
hydroxypropyl ) glycinamide ; 

N^-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- { [ (4R) -6-ethyl-2,2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino}-2- 
hydroxypr opy 1 ) -N^ -me thy Iglycinamide ; 

N- ( (IS , 2R) -1- { 3 , 5-dif luorobenzyl ) -3- { [1- (3 - 
ethynylphenyl ).cyclopr opyl] amino} -2 -hydroxypropyl) -l-methyl-3- 
(trif luoromethyl) -lH-thieno[2, 3-c]pyrazole-5-carboxamide; 

2- [allyl (methyl) amino] -N- { (IS, 2R) -1- [4- (allyloxy) -3- 
f luorobenzyl] -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl } isonicotinamide ; 

3- butyl-N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-!, 2-benzisoxazole-5- 
carboxamide; 

5- (3-aminopropyl) -N^-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ { 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ , N^- 
dipropyl i sophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzy 1 ) amino ] - 2 -hydroxypropyl } - 5 - [ 3 - (me thylamino ) propyl ] - 
N^,N^-dipropylisophthalamide; 

N^-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- [3- ( me thy 1 amino ) prop- 1- 
ynyl ] -N^ , N^-dipropylisophthalamide ; 

5- (3-aminoprop-l-ynyl) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) 
3 - [ (3-ethylbenzyl) amino] - 2 -hydr oxypr opyl} -N^,N^- 
dipropylisophthalamide . " ' *' 

N- ( ( IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- { [1- (3- 
e thynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -5 -pyrrolidin 

l-ylpyrazine-2 -carboxamide ; 

4- butoxy-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } quinoline-2 -carboxamide ; 

. » , . ■ 

2- cyano-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzy 1 ) amino ] - 2 -hydroxypropyl } - 6 - 

[methyl (propyl ) amino] isonicotinamide; 

3- acetyl-l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydro^^rpropyl } -IH- indole- 6 -carboxamide ; 

N^- { (IS, '2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (IH-indol 
6-ylmethyl) amino] propyl}-5-methyl-N^ , N^-dipropylisophthalamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -3 -isobutyl-1 , 2- 
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benzlsoxazole- 5 -carboxamide ; 

N- { {IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hycaro3QTC)ropyl}-2- [ (2S) -pyrrolidin-2- 
yljacetamide; 

2- [2- ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-]iydroxypropyl}amino) -2-oxoetliyl] -N- ( 6- 
metlioxypyridin-3 -yl ) benzamide ; 

2- [2- ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 1 (3- 
etllylbenzyl) amino] -2-hydroxypropyl}amino) -2-oxoethyl] -N- (2 , 4- 
difluorophenyl ) benzamide ; 

N-{ (lS,2R)-l-.(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-pyridin-3-ylacetamide; 

N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ { 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (IH-imidazol-S- 
yl) acetamide; 
2-cyclopentyl-N-{ dS,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } acetamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2- (2- 
hydroxyphenyl ) acetamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- ^ ^ 

ethylbenzyl ) amino] -2-hydroxypropyl } -2- (2- 
methylphenyl )-ace tamide ; ^ 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -2- (2-iodophenyl) acetamide; 

1- (4-chlorophenyl) -N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- 
[ (3 -ethylbenzyl) amino] -2-hydroxypropyl }-5-pxopyrrolidine-3- 
carboxamide; 

4'-(2,4-dichlorophenoxy)-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypr opyl } but anamide ; 

4, 5-dibromo-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}thiophene-2-carboxamide; 

N-{(lS,2R)-l-{3,5-difluorobenzyl)-3-[(3- . 
ethylbenzyl) amino] -2-hydro:^ropyl}-2- (5-methyi-2-phi^^ 
oxazol-4-yl) acetamide; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethynylphenyl ) cyclopropyl ] amino} -2-hydroxypropyl ). -2 , 6- 
bis (dimethylamino ) pyrimidine-4-carboxamide ; 

4-butyl-8-cyano-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3 , 4-dihydro-2H-l, 4- 
benzoxazine-6-carboxamide ; 

3- (allylsulfonyl) -N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
{ [1- (3-ethylphenyl) cyclopropyl] amino} -2- . - . 
hydroxypropyl ) benzamide ; 

3- (allylthio) -N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethylphenyl ) cyclopropyl ] amino } -2-hydroxypropyl ) benzamide ; 

N- { (IS, 2R) -1^ (3 , 5-dif luorobenzyl) ^2-hydroxy-3- [ (7- 
methoxy-1 ,2,3., 4-tetrahydronaphthalen-l- 
yl ) amino ] propyl } acetamide ; 
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N-{ (IS, 2R) -1- (3, 5-difluor6benzyl) -2-hydroxy-3- [ (7- 
methoxy-1 ,2,3, 4-tetrahydronaphthalen-l- 
yl ) amino ] propyl } acetamide ; 

fonoic acid con^oxand- with N^- [ (3S) -1-azabicyclo [2 .2 .2]oct 
3-yl] -N^- ( dS, 2R) -1- (3, 5-dif luorobenzyl) -3-{ [1- (3- 
e thylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) pentanediamide 
(1:1); 

formic acid compound with N^-t (3R) -1-azabicyclo [2.2.2 ]oct 
3-yl] -N^- ( (IS, 2R) -1- (3, 5-dif luorobehzyl) -3-{ [1- (3- 
e thy Iphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) pentanediamide 
(1:1); 

formic acid compound with [ (3S) -1-azabicyclo [2 .2 .2]oct 
3-yl] -N^- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
e thylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) succinamide 
(1:1); 

formic acid compound with N^- [ (3R)-l-azabicyclo [2,2.2 ]oct 
3-yl] -N*- ( (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3 - { [1- (3- 
e thylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) succinamide 
(1:1); 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [ (4R) -6-ethyl-2 , 2-- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl].amino}-2- . . _ 
hydroxypropyl ) pentanamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [ (4R) -6-ethyl-2 , 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl] amino}-2- 
hydr oxypr opyl ) - 3 -phenylpropanamide ; 

N^- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- [4- (dimethylamino)but-l- 
ynyl] -N^,N^-dipropylisophthalaraide; 

l-butyl-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydrox^ropyl}-3- (trif luoroacetyl) -IH- 
indo 1 e- 6 - carboxami de ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethyny Iphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) - 3 - 
{ [isopentyl (methyl)amino]methyl}-5-methylbenzamide; 

N-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [l-(3- 
ethy Iphenyl ) cyclopropyl] amino} -2 -hydroxypropyl ) -3- 
{ [ isopentyl (methyl ) amino ] methyl } -5 -methylbenzamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethynylphenyl ) cyclopropyl ] amino} -2 -hydroxypropyl ) -4- 
( dipropylamino ) -l-methyl-lH-pyrrole-2-carboxamide; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [ (4R) -6-ethyl-2, 2- 
dioxido-3 , 4-dihydro-lH-isothiochromen-4-yl ] amino} -2- 
hydroxypropyl ) -4 - ( 2-metho3^ethyl ) benzamide ; 

N^-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -5- [4- (dimethyl amino) butyl] 
, N^-dipropylisophthalamidef 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [6-ethyl-2- 
(methylsulf onyl ) -1 , 2 , 3 , 4-tetrahydroisoquinolin-4-yl ] amino} -2 - 
hydroxypropyl ) acetamide ; 

( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [6-ethyl-2- 
(methylsulf onyl ) -1 / 2 , 3 , 4-tetrahydroisoquinolin-4-yl] amino} -2- 
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hydroxypropyl ) acetamide ; 

2, 6-dichloro-J\r- ( {IS, 2R) -1- (3 , 5-dif luorobenzyl) -3~{ [1- (3- 
ethynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) pyrimidine- 4 - 
carboxamide; 

N-{ (1S,2R) -l-(3,5-difluorobenzyl) -3-{ [ (IS) -V-ethyl- 
1,2,3, 4-tetrahydronaphthalen-l-yl] amino} -2 - 
hydroxypropyl ) acetamide/ 

N- { (IS. 2R) -1- (3 , 5-dif luorobenzyl) -3-{.[ (IR) -7-ethyl- 
1,2,3, 4-tetrahydronaphthalen-l-yl ] amino } -2 - 
hydroxypropyl ) acetamide ; 

N-( (lS,2R)-l-(3,5-difluorobenzyl)-3-{ [l-(3- 
ethynylphenyl ) cyclopropyl] amino} -2-hydroxypropyl) -2-morpholin- 
4^yl-4« (trif luoromethyl) "1, 3-thiazole-5-carboxamide; 

N-{ (IS, 2R) -l-benzyl-3- [ (6-ethyl-2 , 2-dioxido-3 , 4-dihydro- 
lH-isothiochromen-4-yl) amino] -2 -hydroxypropyl} acetamide; 

N-[ (IS, 2R) -3-{ [1- ( 3 -bromophenyl). cyclopropyl] amino }-l- 
(3,5 -di f luorobenzyl ) -2 -hydroxypropyl ] acetamide ; 

N^- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - ( { [1- (3-ethylphenyl) - 
lH-tetraazol-5-yl ] methyl} amino) -2-hydroxypropyl] -5-methyl- 
, N^-dipropylisophthalamide ; 

3- (allylsulf inyl) -N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - 
{ [ 1- ( 3 -e thy Ipheny 1 ) cyclopropyl ] amino } -2 - 
hydroxypropyl ) benzamide; 

methyl 3- [3 ' - (acetylamino) -1,1* -biphenyl-3-yl] -3- 
{ t (2R, 3S) -3- (acetylamino) -4- (3 , 5-dif luorophenyl) -2- 
hydroxybutyl] amino }propanoate; 

methyl 3-{ [ (2R, 3S) -3- (acetylamino) -4- (3 , 5- 
di f luorophenyl ) - 2 -hydr oxybu tyl ] amino }-3-[3-(5-f ormy 1 thi en- 2 - 
yl ) phenyl ] propanoate ; 

methyl 3-{ [ (2R, 3S) -3- (acetylamino) -4- (3 , 5- 
dif luorophenyl) -2-hydroxybutyl]amino}-3- (2 ' -acetyl-1, 1 ' - 
biphenyl - 3 -yl ) propanoate ; 

methyl 3-{ [ (2R, 3S) -3- (acetylamino) -4- (3 , 5- 
dif luorophenyl) '2-hydroxybutyl] amino} -3- [3 ' - (hydroxymethyl) - 
1 , 1 • -biphenyl -3 -yl ] propanoate ; 

N- ( (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [1- (3 » - 
methoxy-1, 1 ' -biphenyl-3-yl) cyclopropyl] amino } propyl) acetamide ; 

N- [ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydro3Qr-3- ( {1- [3 ' - 
(hydroxymethyl) -1,1' -biphenyl-3- 
yl ] cyclopropyl } amino ) propyl ] acetamide ; 

N- [ ( IS , 2R) -3 - { [ 1- ( 2 » -acetyl-1 , 1 ' -biphenyl-3 - 
yl ) cyclopropyl ] amino } -1- ( 3 , 5-dif luorobenzyl ) -2- 
hydroxypropyl ] acetamide ; 

N- [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- ( {1- [3 - IS- 
fi ormylthien-2-yl)phenyl] cyclopropyl} amino) -2- 
hydroxypropyl ] acetamide ; 

N- [ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- (9H-f luoren-9- 
ylamino ) -2-hydroxypropyl ] acetamide ; 

methyl 3-{ [ (2R, 3S) -3- (acetylamino) -4- (3 , 5- 
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di f luorophenyl ) -2 -hydr oxybutyl ] amino ) -3 - [ 3 - 
( tri f luorome thyl ) phenyl ] propanoate ; 

methyl 3-{ [ (2R,3S) -3- (acetylainino) -4- (3 , 5- 
dif luorophenyl) -2-hydro3Qrbutyl] amino} -3 - (3- 
cyanophenyl ) propanoate ; 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-t (3- 
e thy Ibenzyl). amino] -2-hydroxypropyl } -5- [3- 
( dime thyl amino ) propyl ] -N^ , N^-dipropylisophthalamide ; 

N- { ( IS , 2R) -1 - ( 3 , 5 -di f luorobenzyl ) - 3 - 1 ( 3 - 
ethylbenzyl) amino] ~2-hydroxypropyl} -3 ' - (hydroxymethyl) -5- (1, 3- 
thiazol-2-yl) -1, 1 ' -biphenyl-S-carboxamide; 

3'-cyano-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [( 3- 
ethylbenzyl) aittino] -2-hydroxypropyl} -5- (1, 3-thiazol-2-yl) -1 , 1 ' - 
biphenyl-3 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ (3- 
ethy Ibenzyl) amino] -2-hydroxypropyl}-2 ' -etho^Qr-B- (1, 3-thiazol-2 
yl) -1 , 1 ' -biphenyl-3 -carboxamide ; 

N-{(lS,2R)-l-(3, 5 -dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (1, 3-thiazol-2-yl) -3 ' - 
( trif luoromethoxy ) -1,1' -biphenyl-3 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4 ' -propo:Qr-5- (1, 3-thiazol- 
2 -yl ) -1 , 1 ' -biphenyl-3 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-4 ' - (dimethylamino) -5- (1, 3- 
thiazol-2-yl) -1, 1 ' -biphenyl- 3 -carboxamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2 ' -propoxy-5-'(l, 3-thiazol- 
2 -yl ) - 1 , 1 ' -biphenyl-3 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -3 ' -propoxy-5- (1 , 3-thiazol- 
2 -yl ) - 1 , 1 ' -biphenyl-3 -carboxamide ; . 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyiy-3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3 ' -ethoxy-5- (1, 3-thiazol-2 
yl) -1, 1 • -biphenyl-3 -carboxamide; 

. .N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4 ' -ethoxy-5- (1, 3-thiazol-2 
yl) -1 , 1 * -biphenyl -3 -carboxamide; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2-hydroxypropyl } -4 ' -isopropoxy-5- (1,3- 
thiazol-2-yl) -1,1 ' -biphenyl -3 -carboxamide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl ) amino ] -2-hydroxypropyl } - 4 ' - ( hydroxymethyl ) - 5 - ( 1 , 3 - 
thiazol-2-yl ) -1 , 1 * -biphenyl -3 -carboxamide; 

4'-butoxy-N-{ ( IS, . 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydro:Q»propyl } -5- (1 , 3-thiazol-2-yl) -1 , 1 • - 
biphenyl - 3 - carboxami de ; 

N-{ (1S,2R)-1- (3, 5 -dif luorobenzyl) -3 -[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4 ' -methoxy-5- (1, 3-thiazol- 
2-yl) -1,1' -biphenyl-3 -carboxamide; 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ O'- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (1, 3-thiazol-2-yl) -4 ' - 
( trif luoromethoxy) -1/ 1 ' -biphenyl-3-carboxamide; 

4 • -butyl { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (1, 3-thiazol-2-yl) -1,1*- 
biphenyl-3 -carboxamide ; 

3 • -but03cy-N- { (IS , 2R) -1- ( 3 , 5 -di f luorobenzyl ) -3 - [ { 3 - 
ethylbenzyl ) amino] -2-hydroxypropyl}-5- (1 , 3-thiazol-2-yl) -1,1'- 
biphenyl - 3 - carboxami de ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 • -isopropyl-5- (.1,3- 
tliiazol-2-yl) -1,1' -biphenyl-3-carboxamide; 

3 ' - (acetylamino) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5- (X , 3-thiazol-2-yl) -1,1'- 
biphenyl-3-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl}-2 • -methyl-5- (1, 3-thiazol-2 
yl ) -1 , 1 • -biphenyl-3-carboxamide; 

2 ' -acetyl -N- { (IS, 2R) -1- (3 , 57dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-5- (1 , 3-thiazol-2-yl) -1, 1 ' - 
biphenyl - 3 - carboxami de ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydro3Q^ropyl}-4 ' -hydroxy-5- (1, 3-thiazol- 
2-yl ) -1 , 1 * -biphenyl-3-carboxamide ; 

4» - (acetylamino) -N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -5- ( 1 , 3 - thiazol-2-yl ) -1 , 1 ' - 
biphenyl - 3 - carboxamide ; 

; N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) ami^o] -2-hydroxypropyl} -3- (lH-pyrrol-2-yl) -5 - (1, 3- 
thiazol-2 -yl ) benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- [ (E) -2- (4- 
f luorophenyl) ethenyl] -5- (1,3 -thiazol-2-yl ) benzamide; 

N-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3-{ [l-(3- 
ethynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) pyrimidine-4 - 
carboxamide ; 

N-( (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- { [l-(3- 
ethylphenyl ) cyclopropyl ] amino } -2-hydroxypropyl ) acetamide ; 

methyl 3-{ [ (2R,3S)-3-{acetylamino)-4-(3,5- 
dif luorophenyl ) - 2 -hydroxybutyl ] amino }-3-(3- 
bromophenyl ) propanoate ; 

2-chloro-N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl) cyclopropyl] amin:o}-2-hydroxyp.ropyl) -6-morpholin- 
4-ylpyrimidine-4-carboxamide; . . 

N- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl ) cyclopropyl ] amino } -2 -hydroxypropyl ) -2 - 
(dipropylamino ) -6 -morpholin-4-ylpyrimidine-4-carboxamide ; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
ethynylphenyl ) cyclopropyl] amino} -2-hydroxypropyl ) -2 , 6- 
bis ( dipropylamino ) pyrimidine-4-carboxamide ; 
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methyl 3-{ [ {2R, 3S) -3- (acetylamino) -4- (3 , 5- 
di f luorophenyl ) -2 -hydroxybutyl ] ainino } - 3 - { 3 - 
bromophenyl ) propanoate; 

N- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethynylphenyl ) cyclopropyl ] ainino } -2 -hydroxypropyl ) acetamide ; 

or phannaceutically acceptable salts thereof. 

346. A coirpound which is: 

N* - [ (IS / 2S) -3- (benzylamino) -1- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] -5-methyl-N, N-dipropylisophthalamide ; 

N • - { ( IS , 2R) -1- { 3 , 5 -dif luorobenzyl ) -3- [ ( 3 - 
ethylbenzyl ) amino] -2-hydroxypropyl } -5-ethynyl-N, N- 
dipropyli sophthalamide ; 

N- (1-cyclopropylethyl) -N* -{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino] -2-hydroxypropyl } -N- 
phenyl succinamide 

N» - [ (IS, 2R) -1- (3 , 5~dif luorobenzyl) -2-hydroxy-3- ( {3- [ (IE) - 
pr op- 1 -en- 1-yl] benzyl} amino) propyl] - 5 -methyl -N,N- 
dipr opy 1 i s ophthalamide ; 

N' - { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
isopropylbenzyl ) amino] propyl } -5- ( 1 , 3 -oxazol-2 -yl ) -N, N- 
dipropylisophthalamide; 

methyl (3~{[((2R,3S)-4-(3, 5 -di f luorophenyl ) -3 - { [ 3 - 
[ (dipropylamino)carbonyl] -5- (l,3-oxazol-2-yl)benzoyl]amino)-2- 
hydroxybutyl ) amino ] methyl }phenyl ) methylcarbamate ; 

N • - [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 3-- ( {3- . . 
[ ( methyl sul f ony 1 ) amino ] benzyl } amino ) propyl ] - 5 - (1 , 3 - oxazol-2 - 
yl) -N, N-dipropylisophthalamide; 

N' - { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydro3c/.-3- [ (3- 
isopropylbenzyl ) amino] propyl } -N, N-dipropylpyridine-3 , 5- 
dicarboxamide ; 

N' - { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- . 
ethylbenzyl) amino] -2-hydroxypropyl}-N,N-dipropylpyridine-3, 5- 
dicarboxamide 1-oxide; 

N' - { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethynylbenzyl ) amino ] -2-hydroxypropyl } -5-ethynyl-N, N- 
dipropylisophthalamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
i sopropylbenzyl ) amino ] propyl } -6-methyl-N^ , N^-dipropylpyridine- 
2 , 4-dicarboxamide; 
N•-[ (lS,2R)-3-{ [{2-tert-butylpyrimidin-4- 
yl) methyl] amino}-!- (3 , 5-dif luorobenzyl) -2-hydroxypropyl] -5- 
me thy 1 -N , N- dipr opy 1 i s oph thai ami de ; 

N» - ( (IS; 2R) -1- (3 , 5 -di ^luorobenzyl) -3- { [ (2-ethylpyrimidin- 
4 -yl) methyl] amino} -2-hydroxypropyl) -5-methyl-N,N- 
dipropylisophtlialamide ; 
N ' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -1- 
[ (isobutylamino) carbonyl] -3- 

(methylsulf onyl ) propyl ] amino}propyl ) r5-methyl-N, N- 
dipropyl i sophthalamide ; 

N' -{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3 - [ (3- 
hydr oxy- 1 -phenylpropy 1 ) amino ] propyl } - 5 -methyl -N , N- 
dipropyli sophthalamide ; 

N*-[(lS,2R)-l-(3,5 -dif luorobenzyl ) -2-hydroxy-3- (6,7,8,9- 
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tetrahydro-5H-benzo [7] annulen-5--ylamino) propyl] -5-methyl-N,N- 
dipropylisophthalamide ; 

N* - ( (IS, 2S) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IR) -6- 
methoxy-1 ,2,3, 4-tetrahydronaphthalen-l-yl] amino }propyl) -5- 
methyl-N, N-dipropylisophthalaitiide ; 

- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IR) -6- 
methoxy-1 ,2,3, 4-tetrahydronaphthalen-l-yl] aniino}propyl) -5- 
methyl -N , N-dipr opyl i sophthalamide ; 

N ' - ( (IS , 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -2- 
oxo-1 -methyl -2- (methylandno) ethyl] amino }propyl) -5-methyl-N,N- 
dipropylisophthalamide ; 

N' - [ (IS, 2R) -3-{ [ (IS) -l-benzyl-2-oxo-2- 
(methylamino ) ethyl ] amino } -1- ( 3 , 5-dif luorobenzyl ) -2- 
hydroxypropyl] -5-methyl-N,N-dipropylisophthalamide; 

N^- { (IS , 2R ) - 1- ( 3 , 5 -dif luorobenzyl ) -3 - [ ( 3 - . _ . 

e thylbenzyl ) amino ] - 2 -hydroxypr opyl } -N^ - { oxo [ 3 - 
( trifluoromethyl ) phenyl ] methyl } glycinamide ; 

2- { [2- ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl)amino) -2-oxoethyl] thio}-N- 
( 5-methylisoxazol -3 -yl ) acetamide ; 

N' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3-{ [ (IS) -1- 
[ oxo (methylamino) methyl] -3- {methylthio)propyl]araino}propyl) -5- 
methyl-N, N-dipropylisophthalamide ; 

- ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3-{ [ (IR) -1- 
(hydroxymethyl) -2-OXO-2- (methylamino) ethyl] amino }pr opyl) -5- 
methyl-N, N-dipropylisophthalamide ; 

. N' - [ (IS, 2R) -3- ( { (IS) -1- [amino (oxo)methyll -3- 
methylbutyl} amino) -i- (3 , 5-dif luorobenzyl) -2 -hydroxypropyl] -5- 
methyl-N, N-dipropylisophthalamide; 

N*-[ (1S,2R) -3- [ ( 2-amino-2-oxo-l-methylethyl) amino] -1- 
( 3 V 5-dif luorobenzyl ) -2-hydroxypropyl ] -5-methyl-N, N- 
dipropylisophthalamide ; 

tert-butyl (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-X (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl carbamate ; 

tert-butyl (IS, 2R) -3- (cyclopropylamino) -1- (3 , 5- 
difluorobenzyl) -2-hydroxypropylcarbaraate; . . .. ..... 

tert-butyl ( IS , 2R) -3- [ (cyclopropylmethyl ) amino] -1- ( 3 , 5- 
dif luorobenzyl ) -2 -hydroxypropylcarbamate ; 

tert-butyl ( (IS, 2R) -1- (3, 5-dif luorobenzyl ) -2-hydroxy-3- 
{ [2-OXO-2- (isobutylamino) -1-methylethyl] amino } propyl) carbamate; 

benzyl (IS, 2R) -l-benzyl-3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropyl carbamate ; 

(2R,3S)-3-amino-4- (3 , 5-difluorophenyl) -l-{ [1- (3- 
ethynylphenyl ) cyclopropyl] amino}butan-2-ol ; 

, tert-butyl [ (IS, 2R) -3-{ [ (IS) -2- (benzylamino) -2-oxo-l- 
methylethyl] amino}-!- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] carbamate ; 

N^- [ (2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -2- 
hydroxybuty 1 ] -N^-benzyl-L-alaninamide bis (trif luoroacetate) 
(salt) ; 

tert-butyl ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- 
{ [l-(2-isobutyl-l,3-thiazol-5- 
yl ) cyclopropyl] amino}propyl ) carbamate ; 

(2R, 3S) -3-amino-4- (3 , 5-dif luorophenyl) -l-{ [1- (2-isobutyl- 
l,.3-thia2ol-5-yl) cyclopropyl] amino }butan-2-ol 
bis (trif luoroacetate) (salt) ; 
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tert-butyl { (1S,2R) -l-(3,5-difluorobenzyl)-2-hydroxy-3- 
{ [l-(3-isobutylisoxazol"-5- 
y 1 ) eye lopr opy 1 ] amino } propyl ) carbamate ; 

(2R, 3S) -3-amino-4- (3 , 5-dif luoropbenyl) [1- (3- 
isobutylisoxazol-5-yl) cyclopropyl] amino }butan-2-ol 
bis (trif luoroacetate) (salt) ; 

tert-butyl ( { IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - { [ ( 2- 
ethylpyr imidin-4-yl ) methyl ] amino } -2 -hydroxypropyl ) carbamate ; 

{2R,3S) -3-amino-4-(3,5-difluorophenyl)-l-{ [ (2- 
ethylpyr imidin- 4 -yl ) methyl ] amino } butan-2 -ol 
bis (trif luoroacetate) (salt) ; 

tert-butyl { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydro3Qr-3- 
[ (7-methoxy-lv 2 , 3 , 4-tetrahydrbnaphthalen-l- 
yl ) amino ] propyl } carbamate ; 

tert-butyl [ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2 -hydroxy-3- 
(6,7,8, 9-tetrahydro-5H-benzo [7 ] annul en- 5- 

ylaraino ) propyl ] carbamate ; ^ 

tert-butyl { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- ' 
[ ( 3 -hydroxy- 1 -phenylpr opyl ) amino ] propyl } carbamate ; * • 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy- 3- 
{ [ (IS) -1- [oxo (isobutylamino) methyl] -3- 
(methyl thio ) propyl ] amino }propyl ) carbamate ; 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (IS) -1- [ (isobutylamino)carbonyl] -3- 
(methyl sul f onyl ) propyl ] amino } propyl ) carbamate ; 

tert-butyl { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (2, 2- 
dioxido-3 , 4-dihydro-l, 2^benzoxathiin-4-yl) amino] -2- 
hydroxypropyl } carbamate ; 

tert-butyl { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [(2,2- 
dioxido-3 , 4-dihydro-lH-2 , l-benzothiazin-4-yl) amino] -2- 
hydroxypr opyl } carbamate ; 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [1- (3- 
e thylphenyl ) cyclopropy 1 ] amino 1 -2 -hydroxypropyl ) carbamate ; 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-{ [1- (3- 
ethynylphenyl ) eye lopr opyl ] amino } -2 -hydroxypropyl ) carbamate ; 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ 1 - ( 3 -methylphenyl ) cyclopropyl ] amino }propyl ) carbamate ; 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [1- ( 3 -iodophenyl) cyclopropyl] amino } propyl) carbamate ; 

tert-butyl [ (lS,2R)-3-{ [3- 
(cyclopropylamino) benzyl] amino}-!- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] carbamate ; 

methyl 3- ( { [ (2R, 38) -3- [ (tert-l>utoxycarbonyl) amino] -4- 
(3 , 5-dif luorophenyl) -2-hydroxybutyl] amino}methyl)benzoate; 

methyl [3- ( { [ (2R, 3S) -3- [ (tert-but03Qrcarbonyl) amino] -4- 
(3 , 5-dif luorophenyl) -2- 

hydroxybutyl ] amino }methyl ) phenyl ] carbamate ; 

methyl [3- ( { [ (2R, 3S) -3- [ ( tert-butoxycarbonyl) amino] -4- 
(3, 5-dif luorophenyl) -2- 

hydroxybutyl ] amino }methyl ) phenyl ] methylcarbamate ; 

tert-butyl [ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- ( {3- 
[ (dimethylamino) sulfonyl]benzyl}amino) -2- 
hydroxypropyl ] carbaiaate ; 

tert-butyl [ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
( {3- [ (methylsulf onyl) amino] benzyl} amino) propyl] carbamate; 

tert-butyl [ (IS, 2R) -3- 1 (3-cyanobenzyl) amino] -1- (3 , 5- 
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dif luorobenzyl ) -2 -hydroxypropyl ] carbamate ; 

3- { { [ {.2R, 3S) -3- [ { tert-butoxycarbonyl) amino] -4- (3 , 5- 
dif luorophenyl ) -2-hydroxybutyl] amino}methyl ) phenyl 
dimethylcarbamate ; 

tert-butyl [ {2R, 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 
[ (dipropylamino) carbonyl] -5-methylbenzoyl}amino) -2- 
hydroxybutyl ] [ 3 - { ethyl thio ) benzyl ] carbamate ; 

tert-butyl { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (IR) -2 , 3- 
dihydro-lH-inden-l-ylamino] -2 -hydroxypropyl } carbamate; 

tert-butyl { (IS , 2R) -1^- (3 , 5-dif luorobenzyl) -3- [ (IS) -2 , 3- 
dihydro-lH-inden-l-ylamino] -2 -hydroxypropyl } carbamate; 

tert-butyl ( (1S,2R)-1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- 
{ [ {lS,2R)-2-hydro3Qr-2,3-dihydro-lH-inden-l- 
yl ] amino }propyl ) carbamate ; 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (IR, 2S) -2-hydro3Qr-2 , 3-dihydro-lH-inden-l- 
yl] amino}propyl ) carbamate; 

. . tert-butyl { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy.-3- 
{ [ (3S)-2-oxoazepan-3-yl]aitiino}propyl) carbamate; 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [ (3R) -2-oxoazepan-3-yl] amino }propyl) carbamate; 

tert-butyl [ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- { { [ (53) -3- 
e thyl -2 -oxo -1,3 -oxaz ol idin-5 -yl ] methyl } amino ) -2 - 
hydroxypropyl ] carbamate ; 

tert-butyl [ (IS, 2R) -1- (3 , 5-dif luorobenzyl.) -3 - ( { [ (5R) -3- 
ethyl-2-oxo-l, 3-oxazolidin-5-yl]methyl}amino) -2- 
hydroxypropyl ] carbamate ; 

tert-butyl { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [l-(3- 
ethylphenyl ) -1-methylethyl ] amino } -2 -hydroxypropyl ) carbamate ; 

tert-butyl { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
[ ( 2 -naphthylmethyl ) amino ] propyl } carbamate ; 

tert-butyl ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- 
{ [2-OXO-2- (isobutylamino) -1,1- 
dimethylethyl] amino}propyl ) carbamate; 

tert-butyl [ (lS,2R)-3-[ (benzyloxy) amino] -1- (3 , 5- 
dif luorobenzyl) -2 -hydroxypropyl] carbamate; 

tert-butyl 4- [ ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} amino) carbonyl] piper idine-1 
carboxylate trif luoroacetate; 

N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- ^ :. , _ 

e thylbenzyl ) amino ] -2 -hydroxypropyl } - 4 - f luor o - 1 -naphthamide ; 

N- [ (1S,2R) -l-benzyl-3- (2-butyryl-l-ethylhydrazino) -2- 
hydroxypropyl] -2- (3-methylisbxazol-5-yl) acetamide; 

N* - { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N-hexyl-N, 5- 
dimethylisophthalamide ; 

N'-{ (lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-[(3- 
me thoxybenzoy 1 ) amino ] propyl } - 5 -methyl -N , N- 
dipropylisophthalamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-methyl-lH-imidazole-2- 
carboxamide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 , 3 -dimethyl -N^ , N^- 
dipropylcyclopropane-1 , 2-dicarboxamide; 

tert-butyl 2- [({ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- t (3- 
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ethylbenzyl) amino] -2-hydroxypropyl}ainino) Ccurbonyl] -l-methyl-lH- 
iinidazol-4-ylcarbainate ; 

n5-.{ (ls,2R)-l-(3,5--difluoroben2yl)-3-t (3- 
e thy Ibenzyl ) amino ] -2 -hydroacypr opyl } -2 , 2 -dimethyl -N^ , N^- 
dipropylpentanedi amide ; 

N-{ (1S,2R) -'l-benzyl-2-hydroxy-3-[ (2-morpholin-4- 
ylethyl ) amino ] propyl } -2 - ( 4-chlorophenoxy ) -2 -methylpropanamide 
compound with methyl hydroperoxide (1:2); 

N-[ (1S,2R) -3- {benzylamino)-l-(3|5-difluorobenzyl)-2- 
hydroxypropyl ] -4-f luoro-l-naphthamide ; 

3- 1 (dipropylamino) sulf onyl] -N- [ (IS, 2R) -2-hydroxy-3" 
(isopentyl amino) -1- (4-isopropylbenzyl) propyl Ipropanamide; 

3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -2 -hydroxy- 3-* 
( isopentyl amino ) -1- ( 3-methoxybenzyl ) propyl] propanamide ; 

N^-[ (IS, 2R) -1- (3, 5-dichlorobenzyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -3 - (benzylamino) -2-hydroxy-l- (4- 
methoxybenzyl ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^- [ (IS, 2R) -3- (benzylamino) -2-hydroxy-l- (4- 
me thoxybenzyl ) propyl ] -N^ / N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N^-{ (IS, 2R) -2-hydroxy-l- (4-isopropylbenzyl) -3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

3- [ (dipropylamino) sulf onyl] -N- { (IS) -l-{ (IR) -l-hydroxy-2- 
[ (3-methoxybenzyl) amino] ethy 1} but- 3 -ynyl) propanamide ; 

N^-[ (1S,2R) -l-(2-furylmethyl)-2-hydroxy-3- 
{ isopentylamino ) propyl ] -N^ , N^-dipropylpentanediamide ; 

N^- [ (IS, 2R) -1- (2-furylmethyl) -2-hydroxy-3- 
( isopentylamino ) propyl ] -5-methyl-N^ , N^-dipropylisophthalamide ; 

N^-[(lS,2R)-2 -hydroxy- 3 - [ ( 3 -me thoxylDenzy 1 ) amino ] - 1 - (1 - 
naphthylme thy 1 ) propyl ] - 5 -methyl-N^ , -dipropylisophthalamide ; ' 

N^-( (IS) -l-{ (lR)-l-hydroxy-2-[ (3- 
methoxybenzyl ) amino ] ethyl } -3 -methylbutyl ) -N^ , N^- 
dipropylbenzene-1 , 3 , 5-tricarboxamide; 

• N^-[ (IS, 2R) -1- (2-furYlmethyl)-2-hydroxy-3- 
' ( isopentylamino ) propyl ] -N^ , N^-dipropylbenzene-1 , 3,5- 
tricarboxamide ; 

N^- [ (IS, 2R) -2 -hydroxy- 3- [ (3-methoxybenzyl) amino] -1- (1- 
naphthylmethyl ) propyl] -N^ , N^-dipropylbenzene-1 ,3,5- 
tricarboxamide ; 

N-{ (1S,2R) -l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } - 3 - { [ ( 2 - 
me thoxyethyl ) (propyl ) amino ] sul f onyl } propanamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -3- (4, 5 -dimethyl -2 -furoyl) -5- 
methylbenzamide ; 

3- [ (dipropylamino) sulf onyl] -N- [ (IS, 2R) -2-hydroxy-3- 
( isopentylamino ) -1 - ( 4-methylbenzyl ) propyl ] propanamide ; 

1 3- [ (dipropylamino) sulf onyl] -N-{ (IS, 2R) -1- {3-f luoro-5- 
hydr oxybenzy 1 ) - 2 -hydroxy- 3 - [ ( 3 - 
me thoxybenzyl ) amino 1 propyl }pr opanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl) amino ] propyl }-l, 3 -benzothiazole-2-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
iodobenzyl ) amino] propyl } -5- ( 2 , 5-dimethylphenoxy ) -2,2- 
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dimethylpentanamide ; 

[ (IS , 2R) -3-amino-l- (3 , 5-dif luorobenzyl) -2- 
hydroxypropyl ] --3 - ( isopentylsulf onyl ) propanamide 
trif luoroacetate ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -2 -hydroxy- 5-me thy Ibenzamide ; 

4-ainino-N-{ (IS, 2R) -1- (3 / 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl }butanamide 
bis (trif luoroacetate) ; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2 -hydroxypropyl } -3- [ (pyridin-4- 
ylmethyl ) thio ] benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2, 1, 3-benzoxadiazole-5- 

carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2-hydroxypropyl} -4-methyl-l , 2 , 3-thiadiazole 
5 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2-hydroxypropyl } -5- [ (pyridin-2- 
yl thio ) methyl ] - 2 - f uramide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-l-phenyl-5 -propyl-lH- 
pyrazole-4-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -5- (trif lupromethoxy) -IH- 
indole-2 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -4- (5-methyl-lH-tetraazol-l 

yl ) benzamide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2 , 8-dimethylquinoline-3- 
carboxamide; 

2- (3-chlorophenoxy) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-ethylbenzyl) amino] -2 -hydroxypropyl} propanamide ; 

2- chloro-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -4- { lH-tetraazol-1- 
yl ) benzamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- [5- (2-methylphenyl) -2H- 
tetraazol-2-yl] acetamide; 

3- (1, 3-benzoxazol-2-ylthio) -N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2- 

hydr oxypr opy 1 } propanamide ; 

N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2 -hydroxy- 6- 
methylquinoline-4-carboxaiaide ; 

N-{ (IS , 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxypropyl}-3r-propylpyrazine-2- 
carboxamide 4-oxide; 

N- { ( IS , 2R ) -1- ( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl }-l-benzothiophene-3- 
carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -l-methyl-lH-indole-3 - 
carboxamide ; 
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N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) ainino] -2-hydroxypropyl } -6-methoxy-l , 3 - 
benzothiazole-2-carboxamide; 

N-{ {lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - [ ( 6-methoxy-lH- 
benziniidazol-2-yl) thio] acetamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3-- 
ethylbenzyl) amino] -2 -hydroxypropyl } -4-phenylthiophene-2- 
carboxamide ; 

N- { (IS, 2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-5-metlxoxythiophene-2- 
carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2 -hydroxypropyl} -2 , 3 * -bithiophene-5- 

carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4-morpliolin-4-Yl-4- 

oxobutanamide ; 

. N- { (IS, 2R)-l-( 3, 5-difluorobenzyl) -3 -[ (3- 
ethylbenzyl ) amino ] <-2-hydroxypropyl}-lH-indole-3-carboxainide; 

4- (acetylamino) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 , 6-dimethylbenzamide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -2-f uramide ; 

N-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4-hydroxy-3 , 5- 
dimethoxybenzamide ; 

4_acetyl-N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }benzamide ; 

N-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}nicotinamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl}-2-hydroxyquinoline-4- 
carboxamide ; 

N-{ (1S,2R) -1 -( 3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-6-hydroxynicotinamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-benzothiophene-2- 
carboxamide ; 

7-chloro-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4-hydroxyquinoline-3 - 
carboxamide; - 

N- { ( IS , 2R) -1- ( 3 , 5-difluorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-3-methylisoxazole-5- 
carboxamide ; 

N-{ (1S,2R) -1- (3, 5-difluorobenzyl) -3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -5-methylisoxazole-3 - 
carboxamide; 

N-{(lS,2R)-l-(3, 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3 , 5-dimethyl-lH-pyrazol 
1-yl ) benzamide ; 

N-{(lS,2R)-l-(3,5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methoxy-lH-indole-2- 

carboxamide; 

N- { ( IS , 2R) - 1 - { 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-2, 5-dimethyl-3-furamide; 
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N-{ (IS , 2R) -1- (3 , 5-ciif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino ] - 2 -hyc3r oxypropyl } 6 -hydroxy-2 - 
(methyl thio ) pyr imidine- 4-carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydr oxypropyl } -2 -methyl -1,3 -oxazole-4- 
carboxamide; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) - 3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-methyl-lH-pyrazore-5- 

carboxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} thiophene-3-carboxamide; 

6-chloro-N- { (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-lH-indole-2-carboxamide; 

N-{ (IS, 2R)-1- (3, 5-di f luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-lH-indole-5-carboxamide; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4-methyl-l, 3-oxazole-5- 
carboxamide; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino 1 -2 -hydroxypropyl } -4-methoxybenzamide ; 

4- (acetylamino) (IS, 2R) -1- (3 , 5-dif luorobenzyl).-3- [ (3- 
ethylbenzyl) amino] - 2 -hydroxypropyl }benz amide ; 

N-{ (1S,2R) -l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-4-piperidin-l-ylbenzamide; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -2 -methylpyr imidine-- 5- 

carboxamide; 

N-{ (IS, 2R)-l-{3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }quinoline-4-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- ^ 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 -phenyl imidazo [1,2- 
a ] pyr i dine - 7 - c arboxairii de ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-6-hydroxy-4-methylpyridine- 

2 -carboxamide ; 

N^^{ (1S,2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^. N^-diphenylsuccinamide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [ethyl (methyl) amino] -4- 

hydroxypyr imidine- 5 -carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -4, 8-dihydroxyquinoline-2- 

carboxaiaide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -l-benzofuran-2 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - 1 (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-ethyl-lH-indole-2- 

carboxamide ; , . ^ r # n 

2- (acetylamino) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2 -hydroxypropyl} -4 , 5-dimethylt]iiophehe-3- 

carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-3-hydroxyquinoxaline-2- 

carboxamide ; 

N-{ (1S,2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] .2-hydroxypropyl}-lH-indazole-3 -carboxamide; 
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N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5'-methyl-2-phenyl-l , 3- 
oxa2ole-4-carboxamide ; 

4-chloro-N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] "2-liydro3Qrpropyl } -6-metllylquinoline-2- 
carboxamide; 

N^-{ (1S,2R) -l-{3,5-difluorobenzyl)-3- t (3- 
etliylbenzyl ) amino] -2-liydroxypropyl } -N^ , N^-dimethylphtlialamide ; 

N- { { IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ ( 3 - 
ethylbenzyl) amino] -2-liydroxypropyl} thiophene-2-carboxamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } - 3 -fur amide; 

N- { ( 1 S , 2R ) -1 - ( 3 , 5 -di f luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -liydro^Q^ropyl } - 2 -methyl-3 - f uramide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } - 3 -hydroxy- 6- 
neopentylpyridine-2 -carboxamide ; 

■ N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -1 , 3-thiazole-4-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -liydroxypropyl } -4 -hydroxy-7 -methoxy-l- 
benzothiophene- 5 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4-hydroxy-7-methoxy-l- 
benzof uran-5-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxyp3ropyl}-2-phenyl-l, 3-oxazole-4-' 
carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 , 4-dihydroxybenzamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -liydroxypropyl } -N^ -phenyl sue cinamide ; 

N^- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N*-pyr idin-3 -yl succinamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2-hydroxypropyl } -N*- (2,6- 
dimethylphenyl ) succinamide; 

N^-{ (IS, 2R) -1- (3 ; 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -N^-methylsuccinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2-hydroxypropyl } -3 - ( 4- 
me tho3Q^henoxy ) pr opanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4-hydroxy-7- 
me thoxyc[uinol ine - 3 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } -4 - 
[methyl (methylsulfonyl) amino] benzamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -3 - (pyrrolidin-3- 
ylsulf onyl ) benzamide ; 

N-{ (IS, 2R) -1- {3 , 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino] -2-hydroxypropyl } -3 -methyl-5- ( 4-methyl-l ,2,3- 
thiadiazol-5-yl) isoxazole-4-carboxamide; 

N- { (IS, 2R) -1~ (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5-methyl-2-phenyl-2H-l ,2,3- 
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triazole-4-carboxaitiide ; 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -2 - ( 4-methyl-l ,2,3- 
thiadiazol-S-yl) -1, 3-thiazole-4-carboxaitiide; 

N-{ (lS,2R)-l-{3,5-difluorobenzyl)-3-[ (3- ^ 
ethylbenzyl) amino] -2-liydroxypropyl} - 2-phenylimidazo [1, 2- 
a ] pyridine- 6 -carboxamide ; 

N^- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-N^- (1, 3-tliiazol-2- 
yl ) pen tanedi amide ; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-]iydroxypropyl}-2- [ (4-metliyl-l, 2 , 3- 
thiadiazol-5-yl) tliio] acetamide; 

N-{ (IS, 2R)-1- {3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-5- (piperidin-l-ylmetliyl) -2- 
f uramide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl} -2 , 5-dimetliyl-l-plienyl-lH- 
pyrr ole- 3- carboxamide ; 

N-{ (IS, 2R)-l-( 3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-5-methyl-l-plienyl-lH- 

pyrazole-3-carboxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [(3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-f luoro-4-morpholin-4- 

ylbenzamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl } -3 , 5- 
bis (methyl thio) isothiazole-4-carl>oxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzy 1 ) amino ] - 2 -hydr oxypr opy 1 } - 3 -me thy 1 - 5 - 
( trif luoromethyl ) isoxazole-4-carboxamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -2-hydroxy-5- 
(propionylamino ) benzamide ; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-l-phenyl-lH-pyrrole-2- 
carboxamide; 

N-{ (IS, 2R)-l-( 3, 5-dif luorobenzyl) -3- [ (3- . ^- 

ethylbenzyl ) amino] -2-hydroxypropyl }pyrazine-2-carboxamide 4- 
oxide; 

N-{ (1S,2R) -l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-5-methyl-l-pyridin-4-yl-lH 
1,2, 3-triazole-4-cart>oxamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -6rmethoxypyrazine-2- 
carboxamide 4-oxide;. 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -1 -me thyl-5 -phenyl -IH- 
pyrazole-3 -carboxamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-hydroxy-3- 
propylhexanamide ; 

N-{ (IS, 2R) -l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-lH-benzimidazole-5- 
carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
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ethylbenzyl) amino] -2-hydroxypropyl}-2-hydroxy-4- 
(propionylaiaino ) benzamide ; 

5-chloro-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) aiaino] -2-hydroxypropyl}-l-benzofuran-2-carboxamide; 

N-{ (lS,2il) -1- (3,5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-2-pyridin-3-yl-l, 3- 
t]li a z o 1 e - 4 - c ar boxami de ; 

8-cyano-N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-4-hydroxyquinoline-3- 
carboxamide; 

N-{ (IS, 2R) -1- ('3 , 5-dif luorobenzyl) -3 - t (3- 
ethylbenzyl ) amino] -2-liydroxypropyl } -1 , 6-naphtliyridine-2- 
caxboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-lxydroxypropyl} -2 , 2-dimethyl-4-oxochromane- 
6 - carboxami de ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) --3- [(3- ^ 
ethylbenzyl ) amino] -2-liydroxypropyl} -3- (morpholin-4- 
ylmethyl ) benzamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [(3- . - . 

ethylbenzyl) amino] -2-hydroxypropyl}-4, 7-dimethoxy-l-benzofuran■ 
5 -carboxamide ? 

3-chloro-N-{ ( IS, 2R) -1- (3 , 5>-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -5-phenylisothiazole-4- 
carboxamide; 

2- ( 2 , 1 , 3-benzothiadiazol-4-yloxy) -N- { ( IS , 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
hydroxypropy 1 } acetamide ; 

N-{ (1S,2R)-1- (3,5-difluorobenzyl)-3-[ (3- 
e thylbenzy 1 ) amino ] - 2 -hydroxypropyl } -2 -me thoxy- 4 - 
(methyl thio) benzamide ; 

N-{ (1S,2R)-1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl} -2- [ (4-methyl-l, 3-thiazol-2 

yl ) thio] acetamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl } -6-methoxy-l-benzofuran-2- 
carboxamide; 

5-chloro-]SI-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3 - [ (3 - . 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2-morpholih-4-yll3enzamide ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-4-methoxy- lH-pyrrole-3- 

. carboxami de;— 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-methyl-l, 3-thiazole-4- 

carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- t (3- 
ethy Ibenzyl ) amino ] -2 -hydro3Q^ropyl } -2 -methyl- 5 - ( 2 - thienyl ) -3 - 
f uramide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethy Ibenzyl ) amino ] -2 -hydroxypropyl } -4-methoxythioplxene-3- 
carboxamide ; 

N-{ (1S,2R) -1- ( 3, 5-dif luorobenzyl) -3- [ (3- 
ethy Ibenzyl ) amino ] - 2 -hydroxypropyl } -N ' - ( 3 , 5 -dimethylpyrazin-2 - 
yl ) succinamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl)-2- [ (3,4- 
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dimethoxyphenyl) thio]acetainide; 

6-chloro-N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- 
{ trif luoromethyl ) pyridine-2-carboxamide ; 

N- (2-acetyl-3-thienyl) -N' -{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ {3-ethylbenzyl) andno] -2- 
hydroxypropyl } succinamide ; 

N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-l- (4-f luoroplienyl) -5- 
Iaethyl-lH-l, 2 , 4-triazole-3-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-liydro:Qrpropyl } -N* - [2-f luoro-5- 
(metliylsulf onyl ) phenyl ] succinamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -4- ( 4- 
methoxyplienyl ) thiophene- 2 -carboxamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4- [5- (methyl sulfinyl) -2,3- 
dihydr o - IH- indo 1-1 -y 1 ] - 4 - oxobu tanami de ; 

2- (acetylamino) -5-chloro-N-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } thiophene-3 -carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl ) amino ] -2-hydroxypropyl } - 2 -propyltetrahydro-2H- 
pyran- 4 - carboxamide ; 

4-chloro-N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -7 , 7-dimethyl-7 , 8-dihydro- 
5H-pyrano [4,3 -b] pyridine-2-carboxamide ; 

2- (2-chlorophenyl) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
[ (3-e thy Ibenzyl) amino] -2-hydroxypropyl}-l, 3-thiazole-4- 
carboxamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (3-methylphenyl) -1, 3- 
thiazole-4-carboxamide ; 

N- { (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -1, 2 , 5-thiadiazole-3- 
carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2- (phenoxymethyl) -1,3- 
thiazole-4-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 4-methylphenyl ) -1 , 3 - 
thiazole-4-carboxamide ; 

N-{ (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -2-pyridin-3-ylbenzamide; 

N-{ (IS , 2R) -1- (3, 5-dif luorobenzyl) -3- ["(3- 
ethylbenzyl) amino] -2-hydroxypropyl} -4 -methyl -2 -phenyl -1 , 3- 
oxazole- 5 -carboxamide; 

N- { (IS , 2R) -1- (3 , 5-dif luorobenzyl) -3-1(3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-l-ethyl-3- (2-thienyl) -IH- 
pyrazole-5-carboxamide ; 

4- (acetylamino) -N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-i-methyl-lH-pyrrole-2^ 
carboxamide ; 

N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2-hydroxypropyl } -2 - ( 2 , 6 - 



-1232- 



wo 03/040096 




PCTAJS02/36072 



dime thy Iphenoxy) propanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3^ropyl}-4-phenyl-l/ 2, 3-tliiadiazole- 
5 - carboxami de ; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl}-2- (2 , 5-dimethyl-lH-pyrrol- 
1-yl) thiophene-3-carboxamide; 

5- (acetylamino) -N-{ (IS, 2R> -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -liydr 03cypropyl } -2 -liydroxybenzamide ; 

4- (acetylamino) -N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}butanamide trif luoroacetate; 

N-{ (IS, 2R) -l-benzyl-3- [l-ethyl-2- (4- 
methylpentanoyl ) liydrazino] -2-liydroxypropyl } -2- 
[ (metliylsulfonyl) amino] -1, 3-oxazole~4-carboxamide; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3-[ (3- 
ethylbenzyl) aiaino] -2-hydroxypropyl}-3- (l-metliyl-lH-imidazol-2- 
yl ) benzamide ; 

n;-[ (1S,2R) -3-{ [ (lR)-3-cyclohexyl-l-phenylpropyl]amino}- 
1- (3 , 5-dif luorobenzyl ) -2-hydroxypropyl] -5-metliyl-N, N- ' 
dipropylisophthalamide ; 

N^-{ ( IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-]iydroxypropyl}-N^,N^-dipropyl-5-pyridin-3- 
ylisoplitlialamide ; 

N-{ (IS, 2R) -1- (3 ; 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -liydroxypropyl } -4-f luoro-l-naphtliamide ; 

N-cycloliexyl-N* -{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -liydroxypropyl }-N, 5-dimethylisophthalamide; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2 -liydroxypropyl }-l-methyl-lH-imidazole-2- 
carboxamide; 

N^-{ (1S,2R) -l-benzyl-2-hydroxy=3.- [,(3- 
me thoxybenzyl ) amino] propyl } -N^- [ oxo (phenyl ) methyl ] -|3- 
alaninamlde ; 

N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } -N^- [ imino (phenyl ) methyl ] glycinamide 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [,(3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -N^- {2-propylpentanimidoyl ) - 
P-alaninamide ; 

6- (4-benzylpiperazin-l-yl) -N-{ (IS, 2R) -1- (3, 5- 
dif luorobenzyl) -2-hydroxy-3- [ (3- 

iodobenzyl ) amino] propyl } nicotinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 

ethylbenzyl) amino] -2-hydroxypropyl}-3- [ (3- 
methoxyphenyl) sulfonyl] propanamide j 

N-{(lS,2R)-l-(3, 5-dif luorobenzyl ) - 3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl}-5-methyl-7- 
{ trif iuoromethyl ) pyrazolo [ 1 , 5-a] pyrimidine-2-carboxamide j 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3 - [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N ' - ( 5 -phenyl-1 ,3,4- 
thiadiazol-2-yl) succinamide ; 

N- (5-cyclopropyl-l, 3 , 4-thiadiazol-2-yl) -N» - { (IS, 2R) -1- 
(3, 5-dif luorobenzyl) -3- [ (3-ethylbenzyl)amino] -2- 
hydroxypropyDsuccinamide ; 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-hydro3Q^ropyl}-3- (3-methyl-5-oxo-4, 5- 
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N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl} thieno [2, 3-b] quinoline-2- 
carboxairiidey 

N-{ (1S,2R) -l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydro3QT?ropyl}-l-methyl-5-oxo-2- 
phenylprol inamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }-4'-metiiyl-4H, 6H-pyrrolo[l,2- 
a] [4, l]benzoxazepine-4-carboxamide,* 

N-{ (IS, 2R) -1- {3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-]iydroxypropyl}-2- [ {7-hydroxy-5- 
metliyl [1,2, 4] triazolo [1 , 5-a]pyrimidin-2-yl) tliio] acetamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl}-3-oxo-2, 3-dihydro-l,2- 
benzisothiazole-6-carboxamide 1 , l-dioxide; 

N-{(lS,2R)-l-(3, 5-dif luorobenzyl ) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} thieno [3 , 2-c]pyridine-2- 
carboxamide J 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl } -2-oxo-2, 3-dihydroTl, 3- 
benzoxazole-S-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t CS- 
ethylbenzyl ) amino ] -2-hydroxypropyl }-l- 
[oxo (phenoxy) methyl ] prolinamide ; 

. 6-chloro-N-{ (IS, iZR) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-3-methyl-2-oxo-2, 3-dihydro- 
1, 3-benzoxazole-5-carboxamide; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- . 
ethylbenzyl) amino] -2-hydroxypropyl} -2- [4- (2 , 5-dioxopyrrolidin- 
1 -y 1 ) phenoxy ] ac e t amide 

n2-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N^-phenylpyrrolidiner-1, 2- 
di c arboxami de ; 

2- (1, 3-benzothiazol-2-ylmethoxy) -N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } acetamide ; 

N- { f IS ; 2R) - 1 - ( 3 , 5 -di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2-hydroxypropyl }-3-methyl-4-oxo-3 , 4- 
dihydrophthalazine-l-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl }indolizine-2-carlx)xamide; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl) -4-oxo-4-phenylbutanamide7 

N-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
etliylbenzyl) amino] -2-hydroxypropyl} -2- (1, 3-dimethyl-2 , 6-dioxo- 
1,2,3', 6-tetrahydro-7H-purin-7-yl ) acetamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2-hydroxypropyl} -4- (3-hydroxyphenyl) - 4- 
oxobutanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (3-methoxyphenyl) -4- 
oxobutanamide ; 

N- { ( IS , 2R) -1- ( 3 , 5 -dif luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl ) amino ] -2-hydroxypropyl } -3 • , 4 ' -dihydro-1 ' H- 
spiro [1 , 3-dioxolane-2 , 2 ' -naphthalene] -8 ' -carboxamide ^ 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
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ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 ' , 4 ' -dihyc3ro-l ' H- 
spiro [1 , 3-dioxolane-2 , 2 • -naphthalene] -7 ' -carboxamide • 

N^-{ (IS, 2R) --1- (3 , 5-difluorobenzyl) -3 - 1 (3- 
ethylbenzyl ) amino] -2'-hydroxypropyl } -N^- 
[mercapto (methylthio) methyl] -D-alaninamide ; 

N^- [ ( 4-chlorophenyl ) ( oxo ) methyl ] -N^- {(lS,2R)-l-(3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } glycinamide j 

N^- [ ( 4- tert-butylphenyl ) (oxo) methyl ] -N^- {(IS, 2R) -1- ( 3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2- 
hydroxypropyl } glycinamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [( 3-- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- [oxo (pyridin-3- 
yl ) methyl ] glycinamide ; 

2-{ [2- ( { {IS , 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } amino ) -2 -oxoethyl ] thio } -N^ 
[ 4 - ( 1 , 3 -oxazol - 5 -yl ) phenyl ] ace tamide ; 

n2-[ (4-chlorophenyl) (oxo)methyl] -N^- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino ] -2 -hydroxypropyl } -D- 
alaninamide ; 

N^- [ ( 3 , 4-dichlorophenyl ) ( oxo ) methyl ] -N^- { (IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino] -2- 
hydroxypropyl } glycinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -4- { 5a , 9a- 
dihydrodibenzo [b, d] f uran-2-yl ) -4-oxobutanamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyDamino] -2-hydroxypropyl}-N^-{oxo [4- 
(trifluoromethyl) phenyl] methyl} glycinamide 7 * 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- [(2,6- 
dif luorophenyl) (oxo) methyl] glycinamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] - 2 -hydroxypropyl } -N^ - [ oxo ( 4 - 
methoxyphenyl ) methyl ] glycinamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-4- (2-oxo-l, 3-.oxazolidin-3- 
yl)benzamide ; 

N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- . 
ethylbenzyl ) amino ] -2 -hydroxypropyl } - 5- 
(phenylethynyl ) nicotinamide ; 

N^- { ( IS , 2R) -1- ( 3 , 5-di f luorobenzyl ) -3 - [ ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- [oxo (lH-1, 2 , 4-triazol-5- 
yl) methyl] -j^-alaninamide ; 

2-{ [2- ( { (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } amino ) -2 -oxoethyl ] tliio } -N- 
(pyridin-4-ylmethyl ) acetamide ; 

N-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] - 2 -hydroxypropyl } -4- 
[ (methoxymethyl) tliio]benzamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] r 2 -hydroxypropyl} -4- (1, 5-dimethyl-3-oxo-2- 
phenyl-2 , 3 -dihydro-lH-pyrazol-4-yl ) -4-oxobutanamide ; 

4- (4-benzyl-l, 4-diazepan-l-yl)-N-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3-[ (3-ethylbenzyl) amino] -2-hydroxypropyl}-4- 
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N-{ (IS, 2R) -1- (3, 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} ~2 / 5 -dimethyl -1- (pyridin-4- 
ylmethyl) -lH-pyrrole-3-carboxamide ; 

N- [ (dimethylamino) sulf onyl] glycyl-N^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2- 
liydroxypropyDglycinamide f 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl} - 4-hydroxy-l- [ (IR, 2R) -2- 
hydroxycycloliexyl ] prolinamide ; 

(2S, 3S) -N-{ (IS, 2R) -1- (3 , 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-liydroxypropyl} -l-methyl-5-oxo-2-pyridin-3- 
ylpyrrolidine-3-carboxamide j 

N-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
. etliylbenzyl) amino] -2-liydroxypropyl} -3- {2, 5-dioxopyrrolidin-l- 
yl ) benzamide ; 

N- (2-cyano-4, 5, 6,7-tetralxydro-l"benzothien-3-yl) -N' - 
{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3 -etliylbenzyl) amino] -2- 
. hydroxypropyl } succinamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- t (3- 
ethylbenzyl) amino] -2-liydroxypropyl} -2- (2 , 5-dioxoimidazolidin-4- 
. yl)acetamide ; 

N- { ( IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 - 
etliylbenzyl ) amino ] -2 -hydroxypropyl } -2 - ( 5 , 7 - 
dimethyl [1,2,4] triazolo [ 1 , 5-a] pyrimidin-2 -yl ) acetamide j 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl}-!- (2- fury Imethyl) -5- 
oxopyrrolidine-3-carboxamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-4-oxo-4-(5-oxo-l, 4- 
diazepan-l-yl ) butanamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - ( 4-methylphenyl ) -4 , 5- 
dihydro-lH-pyrazole-5-carboxamide ; 

N-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl} -2 , 1, S-benzoxadiazole-S- 
carbpxamide 1 -oxide; 

N-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
e thy Ibenzyl) amino] -2 -hydroxypropyl} -3- (2-pyridin-3-ylpiperidin- 
1 -yl ) propanamide ; 

N-{ (IS, 2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydro3Q^ropyl}-4-oxo-4- (2-propyl-lH- 
imidazol-l-yl ) butanamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -hydroxypropyl } -4a, 9a-dihydro-9H-carbazole- . 
9-carboxamide ; 

N- { (IS , 2R) -1- ( 3 , 5-dif luorobenzyl ) -3- [ ( 3- 
ethylbenzyl) amino] -2-hydroxypropyl} -6-methyl-4-oxo-l-phenyl- 
1 , 4-dihydropyridazine-3 -carboxamide ; 

N' -(( IS , 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3- { [1- 
methyl-5- (pyrrolidin-l-ylcarbonyl ) -lH-pyrrol-3- 
yl] amino}propyl) -5 -methyl -N,N-dipropylisophthalamide j 

. N'-( (lS,2R)-l-(3,5-difluorobenzyl)-2-hydroxy-3-{[2-(2- 
oxo-2-pyrrolidin-l-ylethoxy)phenyl] amino}propyl) -5-methyl-N,N- 
dipropylisophthalamide J 

N' - { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- [ (3- { [3- 
(hydroxymethyl)piperidin-l-yl] carbonyl}phenyl) amino] propyl} -5- 
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methyl -N, N-dipropylisophthalamide 

N^-{ (lS,2R)-l-(3,5-difluorobenzyl)-3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^- [3- (methylthio) -1- 
oxopropyl] -N^-pentylglycinamide • 

N^-{ {lS,2R)-l-(3,5-difluorobenzyl) -3-[ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N^- [3- (methylsulf onyl) -1- 
oxopropyl] -N^-pentylglycinamide ; 

N-{ (lS,2R)-l-benzyl-2-liydroxy-3-[ (3- 
metlioxybenzyl ) amino] propyl} -3- (plienylsulf onyl ) propanamide j 

N' -{ (lS,2R)-l-{3,5-difluorobenzyl)-2-liydroxy-3-[ (7- 
oxabicyclo [2.2 . 1] hept-2-ylmethyl ) amino] propyl } - 5-metliyl-N,N- 
dipropylisophtlialamide-; 

N ' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2-hydroxy-3- { [ {3R) -2- 
oxo-l--propylazepan-3-yl] amino}propyl) -5-metliyl-N,N- 
dipropylisoplithalamide r 

N' - [ (IS, 2R) -3- [ (l-acetylpiperidin-4-yl) amino] -1- (3,5- 
dif luorobenzyl) -2-liydroxypropyl] -5-met]iyl-N,N- 
dipropy Id sopti thai amide 

N ' - { (IS, 2R) -l-.(3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl} -N- [2- (dimethyl amino) -2- 
oxoethyl ] -N , 5-dimethylisophthalamide ; 

N»-{{lS,2R)-l-(3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -N- [2- (dimethylamino) ethyl] - 
N-ethyl-5-methylisophthalamide ; 

N-benzyl-N' -{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N, 5-dimethylisophthalamide ; 

N- { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzy 1 ) amino ] - 2 -rhydrpxyprropyl } 3 - { [ 2 - ( 2 - 
hydroxyethyl ) piperidin-l-yl ] carbonyl } -5-methylbenzamide; 

-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N, 5 -dimethyl -N- (2- 
phenylethyl) isophthalamide ; 

N • - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- { [3- (3-f ormyl-2- 
f uryl ) benzyl ] amino } -2-hydroxypropyl ) -5 -me thyl -N , N- 
dipropylisophthalamide ; 

- ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- { [3- (5-f onayl-2- 
thienyl)ben2yl] amino}-2-hydroxypropyl) - 5 -methyl -N, N- 
dipropyl isophthalamide 7 

N' - { (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2-hydroxypropyl } -N, 5-dimethyl-N- (2-pyridin- 
2 -yle thyl) isophthalamide; 

N» - [ (IS, 2R) -1- (3, .5-dif luorobenzyl) -2 -hydroxy-3 - ({ [1- 
(methylsulf onyl ) piperidin-4-yl ] methyl } amino ) propyl ] - 5-methyl- 
N, N-dipropylisophthalamide / 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3- [ (3- 
methoxybenzyl) amino]propyl}-N^,N^-diethylpiperidine-l, 3- 
dicarboxamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -2 -hydroxy-3 - [ (3- 
methoxybenzyl) amino]propyl}-N^,N^-dipropylpiperidine-l, 3- 
dicarboxamide ; 

N ' - ( (IS, 2R) -1- (3 , 5-dif luorobenzyl ) -3- { [3- (5-f ormyl-4- 
methyl-2-thienyl)benzyl] amino}-2-hydroxypropyl) -5-methyl-N,N- 
dipropylisophthalamide ; 

N' - ( (IS, 2R) -1- (3, 5-dif luorobenzyl) -2-hydroxy-3-{ [3- (l- 
phenyl vinyl ) benzyl ] amino } propyl ) - 5 -me thyl -N , N- 
dipropylisophthalamide ; 



-1237- 



wo 03/040096 



PCTAJS02/36072 



N • - [ {IS, 2R) -3- [ (3 -bicyclo [2 . 2 . 1] hept-2-ylbenzyl ) amino] -1- 
(3 , 5-dif luorobenzyl) -2-hydroxypropyl] -5-methyl-N,N- 
dipropylisophthalamide ; 

ethyl 3-[3- ({ [ (2R, 3S) -4- (3 , 5-dif luof ophenyl) -3- { {3- 
[ (dipropylamino) carbonyl] -5-me thy Ibenzoyl} amino) -2- 
hydr oxybutyl ] amino } methyl ) phenyl ] propanoa t e J 

ethyl 4-[3-({ [ (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 
[ (dipropylamino) carbonyl] -5-methylbenzoyl}amino) -2- 
hydroxybutyl ] amino }methyl ) phenyl ] butanoate ? 

methyl (2R) -3- [3- ( { [ (2R, 3S) -4- {3 , 5-dif luorophenyl) -3- ( {3- 
[ { dipropylamino ) carbonyl ] -5 -methylbenzoyl } amino ) -2 
hydroxybutyl] amino} methyl) phenyl] -2-methylpropanoate / 

ethyl 3 • - ( { [ (2R, 3S) -4- (3 , 5-dif luorophenyl) -3- ( {3- 
[ (dipropylamino) carbonyl] -5-methylbenzoyl}amino) -2- 
hydroxybutyi ] amino}methyl ) biphenyl-2-carboxylate 7 

2-{l- [2- ( { (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } amino) -2 - 
oxoethyl] cyclopentyl } -N, N-dipropylacetamide ; 

N^- [ (benzyloxy ) carfionyl] -N^- { { IS , 2R) -1- ( 3 , 5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2 -hydroxypropyl} -3- 
[ ( 1-propylbutyl ) sulf onyl ] -D, L-alaninamide trif luoroacetate; 

N^- [ (benzyloxy) carbonyl] -N^- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3-methylbutyl)amino] -2 -hydroxypropyl} -3- 
[ (1-propylbutyl ) sulf onyl] -D, L-alaninamide ; - 

N^- 1 (benzyloxy) carbonyl] -N^- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- (cyclopropylamiho) -2 -hydroxypropyl} -3- [ (1- 
propylbutyl) sulf onyl] -D, L-alaninamide trif luoroacetate; 

N^- [ (benzyloxy) carbonyl] -N^-.{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- t (cyclopropylmethyl) amino] -2 -hydroxypropyl }- 
3- [ (1-propylbutyl) sulf onyl] -D, L-alaninamide trif luoroacetate; 

N^-{ (IS, 2R) -1- (3 , 5-difluorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^-{ [ (3S) -tetrahydrofuran- 
3-yloxy] carbonyl}-3- [ (1-propylbutyl) sulf onyl] -L-alaninamide 
trif luoroacetate ; 

N^-{ (1S,2R) -1- (3, 5 -dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^-{ [ (3S) -tetrahydrofuran- 
3-yloxy] carbonyl} -3- [ (1-propylbutyl) sulf onyl] -D-alaninamide 
trif luoroacetate ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^-{ [ (3S) -tetrahydrofuran- 
3-yloxy] carbonyl} -3- [ (1-propylbutyl) sulf onyl] -D, L-alaninamide 
trif luoroacetate ; 

N^-{ (is, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl }-N^-C [ (3R) -tetrahydrofuran- 
3-ylo:Qr] carbonyl} -3- [ (1-propylbutyl) sulf onyl] -D, L-alaninamide 
trif luoroacetate ; 

N^-{ (1S,2R) -l-benzyl-3- [ (3-methoxybenzyl) amino] -2- 
liydroxypropyl } -N^- { [ (3S) -tetrahydrofuran-3-yloxy] carbonyl} -3- 
[ ( 1-propylbutyl ) sul f onyl ] -D , L-alaninamide ; 

N^-{ (IS, 2R) -1- (3 , 5dif lurobenzyl) - 3- [ (3-ethylbenzyl) amino] - 
2 -hydroxypropyl }-N^-{ t (3S) -1, l-dioxidotetrahydrothien-3- 
yloxy] carbonyl} -3- [ { 1-propylbutyl) sulf onyl] -D, L-alaninamide 
trif luoroacetate ; 

N^-{ (IS, 2R) -1- (3 /5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- { [ ( 3 S ) - 
tetrahydrothiophen-3-yloxy] carbonyl} -3- [ (1- 
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propylbutyl) sulf onyl] -D, L-alaninamide trif luoroacetate; 

N^-{ (IS, 2R) ^1- (3 , 5-dif luorobenzyl) -3- [ (3- 
e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^- { [ tetrahydropyran-4- 
yloxy ] carbonyl } -3 - [ ( 1 -propylbutyl ) sulf onyl ] -D, L-alaninamide 
trif luoroacetate ; 

N^- { ( IS , 2R) -1- ( 3 , 5 -dif lourobenzyl ) -3 - 1 ( 3 - 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^-{ [1- 
( me thy 1 sul f ony 1 ) piper i din- 4 -y loxy ] carbonyl } - 3 - [ ( 1 - 
propylbutyl) sulf onyl] -D, L-alaninamide trif luoroacetate ; 

N^-{ [l-acetylpiperidin-4-yloxy] carbonyl }-N^-{ (1S,2R)-1- 
( 3 , 5-dif luorobenzyl ) -3 - [ ( 3 -ethylbenzyl ) amino] -2 -hydroxypropyl } 
3- [ (1-propylbutyl) sulf onyl] -D, L-alaninamide trif luoroacetate; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^-{ [ [ (3R) -5-oxopyrrolidin 
3-yl]methyl] carbonyl}-3- [ (1-propylbutyl) sulf onyl] -D,L- 
alaninamide trif luoroacetate ; 

N^-{ (IS, 2R) -l-benzyl-3- [ (3-methoxybenzyl) amino] -2- 
hydroxypropyl } -N^- [ (benzyloxy ) carbonyl ] -3 - [ ( 1- 
propylbutyl ) sulf onyl ] -D , L-alaninamide ; 

N^- [ (benzyloxy) carbonyl] -N^- ( (IS, 2R) -1- (3 , 5- 
di f luorobenzyl ) - 2 -hydr oxy- 3 - { [ 2 - ( 3 - 

methoxyphenyl) ethyl] amino} propyl) -3- [ (1 -propylbutyl) sulf onyl] - 
D, L-alaninamide trif luoroacetate ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^-{ [ (3S) -tetrahydrofuran- 
3 -yloxy] carbonyl } -D-leucinamide trif luoracetate; 

N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ),amino] propyl } -N^- [ (benzyloxy) carbonyl ] -L- 
leucinamide; 

N^- [ (benzyloxy) carbonyl] -N^- ( (IS) -1- { (IR) -2- 
[ ethyl (isobutylsulf onyl) amino] -l-hydroxyethyl}-3-methylbutyl) - 
3- [ (1-propylbutyl) sulf onyl] -D. L-alaninamide ; 

N^- [ (benzyloxy) carbonyl ] -N^- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] - 2 -hydroxypropyl }- 
N^,N^-dipropyl-L-glutamamide trif luoroacetate ; 

N^- [ (benzyloxy) carbonyl] -N^-{ (IS, 2R) -1- (3,5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2 -hydroxypropyl }- 
, N^-dipropyl -D-glutamamide ; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [( 3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- [ (lH-pyrazol-4- 
yl) carbonyl] -3- [ (1-propylbutyl) sulf onyl] -D, L-alaninamide; 

N^- [ ( 6-chloropyridin-3-yl|carbonyl] -N^- { (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ (3 -ethylbenzyl) amino] -2 -hydroxypropyl} -3- 
[ (1-propylbutyl) sulf onyl] -D, L-alaninamide; 

N^-{(lS,2R)-l-(3,5-difluorobenzyl)-3-[(3- 

e thylbenzyl ) amino ] -2 -hydroxypropyl } -N^- [ (pyr idin-2 - 

yl) carbonyl] -3- [ (1-propylbutyl) sulf onyl] -D, L-alaninamide; 

N^-{ (1S,2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (2-methylbenzoyl) -3- [ (1 
propylbutyl) sulf onyl] -D, L-alaninamide; 

N^--{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2 -hydroxypropyl }-N^- (3-methylbenzoyl) -3- [ (1 
propylbutyl ) sulf onyl ] -d , L-alaninamide ; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^ - ( 4 -me thylbenzoyl ) -3 - [ ( 1 
propylbutyl ) sulf onyl ] -D , L-alaninamide ; 
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N^- (3-chlorobenzoyl) "N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- 
t ( 3 --ethylbenzyl ) amino ] -2 -hydroxypropyl } -3 - [ ( 1- 
propylbutyl ) sulf onyl ] -D , L-alaninamide ; 

N^-{ (IS, 2R) -1- (3, 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-N^- (4-methoxybenzoyl) -3- 
[ ( 1 -propylbutyl ) sul f onyl ] -D , L-alaninamide ; 

N^-{ (lS,2R)-l-(3,5«difluoroben2yl)-3-[{3- 
ethylbenzyl) amino] -2-liydroxypropyl}-N^- (4- 
trif lluorometliylbenzoyl) -3- [ (1 -propylbutyl) sulf onyl] -D, L- 
alaninamide; 

N^- (cyclohexylcarbonyl) -N^-{ (IS, 2R) -1- (3,5- 
difluorobenzyl) -3- [ (3-etliylbenzyl) amino] -2-liydro3;ypropyl}-3- 
[ { 1 -propylbutyl) sulf onyl] -D, L-alaninamide; 

(benzoyl) -N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3-[ (3- 
etllylbenzyl) amino] -2-liydroxypropyl}-3- I (1- 
propylbutyl) sulf onyl] -D, L-alaninamide; 

N^-{ (1S,2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
etliylbenzyl ) amino] -2 -liydroxypropyl } -N^- (phenylacetyl ) -3 - [ ( 1- 
propylbutyl) sulf onyl] -D, L-alaninamide; ■ - ' 

..N^-{.(ia/ 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl ) amino] -2 -liydroxypropyl } -N^- ( 3 -phenylpropanoyl ) -3 - 
[ (1 -propylbutyl ) sulf onyl] -D, L-alaninamide trif luoroacetate; 

N^-{ (lS,2R)-l-benzyl-2-liydroxy-3-[ (3- 
me tlioxybenzyl ) amino ] propyl } -N^ - ( cyclopropylacetyl ) - 3 - [ ( 1- 
propylbutyl ) sulf onyl ] -D, L-alaninamide ; 

N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
metlioxybenzyl) amino] propyl }-N^- [ (metliylsulf onyl) acetyl] -3- [ (1- 
propylbutyl) sulfonyl] -D, L-alaninamide trif luoroacetate; 

N^-{ (IS, 2R) -l-benzyl-2-]iydroxy-3- [ (3- 
metlioxybenzyl) amino] propyl }-N^- [ (metliyltliio) acetyl] -3- [ (1- 
propylbutyl ) sulfonyl ] -D, L-alaninamide ; 

N^-{ (IS, 2R) -l-benzyl-2-liydroxy-3- t (3- 
metiioxybenzyl) amino] propyl }-N^- (4-liydroxy-4-oxobutanoyl) -3- [ (1- 
propylbutyl ) sulfonyl ] -D, L-alaninamide ; 

N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[(3- " ' 

methoxybenzyl) amino] propyl }-N^- [4- (metlxylamino) -4-oxobutanoyl] - 
3- [ (1 -propylbutyl) sulfonyl] -D, L-alaninamide; 

N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
metlioxybenzyl) amino ] propyl } -N^- (4-metlioxy-4-oxobutanoyl) -3- [ (1- 
propyllmtyl ) sulf onyl ] -D, L-alaninamide ; 

N- (metliylsulfonyl)glycyl-N^-{ (1S,2R) -l-benzyl-2-liydroxy-3- 
[ ( 3 -me tlioxybenzyl ) amino ] propyl } - 3 - [ { 1 -propylbutyl ) sul f onyl ] - 
D , L-alahinamide ; 

N^-acetyl-N^-{ {1S,2R) -l-benzyl-2-liydroxy-3- [ (3- 
metlioxybenzyl) amino] propyl} -3- (phenylsulf onyl) -D, L-alaninamide; 

(2S) -2- (4-methoxy-4-oxobutanoyl) amino-N-{ (IS, 2R) -1- 
benzyl-2-hydroxy-3- [ (3-metlioxybenzyl) amino]propyl}-5-oxo-5- 
piperidin-l-ylpentanamide ; 

(2R) -2-{ [ (benzyloxy)carbonyl] amino} -N-{ (1S,2R) -1-benzyl- 
2-hydroxy-3- [ (3-methoxybenzyl) amino] propyl} -5 -oxo-5 -piper idin- 
1 -y Ipent anamide ; 

(2R) -2- (3-etlxoxy-3-oxopropanoyl) amino-N-{ (1S,2R) -1- 
benzyl-2-liydroxy-3- [ (3-metlioxybenzyl) amino] propyl }-5-oxo- 5 - 
piperidin-l-ylpentanamide; 

N^-:{ (1S,2R) -l-benzyl-3-[ (3-methoxybenzyl) amino] -2- 
liydroxypropyl}-N^- (4-methdxy-4-oxobutanoyl) -N^,N^-dipropyl-D- 
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glutamamide ; 

(2R)-2-{4-methoxy-4-oxobutanoyl)ainino-N-{ (1S,2R)-1- 
beiizyl-2-hydroxy-3- [ O-methoxybenzyl) andnolpropyD-S-oxo-S- 
piperidin-l-ylpentanamide ; 

(2R) "2- {5~methoxy-5-oxopentanoyl) amino-N- { {IS, 2R) -1- 
benzyl - 2 -hydroxy- 3 - 1 ( 3 -methoxybenzyl ) amino ] propyl } - 5 -oxo- 5 - 
piperidin-l-ylpentananiide ; 

N^-C (5-chlorothien-2-yl)sulfonyl]-N^-{ {IS, 2R) -1- (3 ,5- 
dif luorobenzyl) -3- [ (3-ethylbenzyl) amino] -2-hydro3Qfpropyl}-3- 
[ (1-propylbutyl) sulf onyl] -D, L-alaninamide; 

N^-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3 - [ (3- 
ethylbenzyl ) amino ] -2 -hydroxypropyl } -N^- (phenylsulf onyl ) -3 - [ { 1- 
propylbutyl ) sulf onyl 1 -D, L-alaninamide ; 

N^- [ (benzylamino) carbonyl] -rN^-{ (IS, 2R) -1- (3 , 5- 
dif luorobenzyl) -3- [ {3-ethylbenzyl) amino] -2-hydroxypropyl}-3- 
[ (1-propylbutyl) sulf onyl] -D, L-alaninamide; 

4- ({ {lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } amino ) - 3 - 

[ (isopentyl sulf onyl ) methyl] -4-oxobutanoic acid; 

methyl 4- { { (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino ] propyl } amino ) -3 - 
[ ( isopentyl sulf onyl ) methyl] -4-oxobutanoate ; 

N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl } - 2- 
[ ( isopentylsul f onyl ) methyl ] succinamide ; 

N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
metho3Qrbenzyl) amino] propyl} -2- [ (isopentylsulf onyl) methyl] -N^- 
methylsuccinamide ; 

N^-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino ] propyl } -2 - [ ( isopentylsulf onyl ) methyl ] - 
, N* -dimethyl suae inamide ; 

N-{ (IS, 2R) -1- (3 , 5-dif luorobenzyl) -3- [ (3- 
ethylbenzyl) amino] -2-hydroxypropyl} -3- (4 , 4-dimethyl-2 , 5- 
dioxoimidazolidin-l-yl) -2-{ [ (1- 
propylbutyl ) sulf onyl ] methyl }propanamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -3- (ethylsulf onyl) -2- 
{ [ (isobutylsulf onyl) amino]methyl}propanamide; 

N-{ (lS,2,R)-l-benzyl-2-hydroxy-3-[ (3- 
methoxybenzyl) amino] propyl} -3- ( ethyl thio) -2- 
{ [ ( isobutylsulf onyl ) amino ] methyl }propanamide ; 

(2S) -N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl ) amino] propyl } -2- [ ( isopentylsulf onyl ) amino] -4- 
(methyl sulf onyl ) butanamide ; 

N^- { ( IS , 2R) -1-benzyl -2 -hydrbxy-3 - [ ( 3 - 
methoxybenzyl ) amino] propyl } -N^- ( isopentylsulf onyl ) -L- 
methioninamide ; 

5- {3-({ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl ) amino] propyl } amino ) -2- 

[ ( isopentylsulf onyl ) methyl ] -3 -oxopropyl } ethanethioate ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- 
me thoxybenzyl) amino] propyl} -2 -hydroxy- 3- [ (1- 
propylbutyl ) sulf onyl ] propeuiamide ; 

N-{ (IS, 2R)-1- (3, 5-dif luorobenzyl) -3- 1 (3- 
ethylbenzyl) amino] -2-hydroxypropyl}-2-hydroxy-4- 
( phenyl sulf onyl ) butanamide ; 
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N- { ( IS , 2R) -l-benzyl-2-hyclroxy-3 - 1 ( 3- 
methoxybenzyl ) amino] propyl } -2 -hydro3Q(r-4- 
( isopentylsulf onyl ) butanamide ; 

N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl) amino] propyl) -4- (isopentylsulf onyl) -2- 

phenoxybutanamide ; 

N-{ (IS, 2R) -l-benzyl-2-hydro3cy-3- [ (3- 
methoxybenzyl) amino]propyl}-4- (isopentylsulfonyl) -2- (3- 

me tho3Q^henoxy ) butanamide ; 

3-[l-[ ({ (lS,2R)-l-benzyl-2-hydro3Qr-3-[ (3- 

me thoxybenzy 1 ) amino ] propyl } amino ) carbony 1 1 - 3 - 
(isopentylsulfonyl)propoxy]benzoic acid trifluoroacetate; 

methyl 3- [1- [ ( { (IS, 2R) -1 -benzyl -2 -hydroxy- 3- [ (3- 
me thoxybenzyl ) amino ] propyl } amino ) carbonyl ] - 3 - 
( isopentylsul f onyl ) propoxy] benzoate ; 

N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

methoxybenzyl ) amino ] propyl } -2 -hydroxy-4- 
(phenyl sulf onyl ) butanamide ; 

N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl) amino]propyl}-2-hydroxy-4- (phenyl thio) butanamide 

N-{ (IS, 2R) -l-benzyl-2-hydro3Qr-3- [ (3- 
methoxybenzyl) amino] propyl) -2 -methoxy-4- 

(phenylsulf onyl) butanamide ; 

N-{ (lS,2R)-l-benzyl-2-hydroxy-3-[ (3- .i . . 

methoxybenzyl ) amino] propyl.) -2-methoxy-4- ( phenyl thio) butanamide 

N-{ (1S,2R) -l-benzyl-2-hydroxy-3- ( (3- 
methoxybenzyl) amino] propyl) -4- (phenylsulf onyl) -2- 
propos^butanamide ; 

N- { (IS , 2R) -l-l>enzyl-2-hydroxy-3 - [ ( 3 - 
methoxybenzyl) amino] propyl) -2- (benzylo:cy) -4- 
(phenylsulf onyl ) butanamide ; 

N-{ (1S,2R) -l-benzyl-2-hydro3v3- [ (3- 
me thoxybenzyl ) amino] propyl )-n'- [ (benzyloxy) carbonyl] -D,L- 

methioninamide; ~ , 

(2S) -2-amino-N-{ (1S,2R) -l-benzyl-2-hydroxy-3- [ (3- 

methoxybenzyl ) amino] propyl ) -5-oxo-5-piperidin-l-ylpentanamide; 
(28) -2- (2-ethoxy-2-oxoethanyl) amino-N- { (IS, 2R) -l-ben_zyl- 

2-hydroxy-3- [ ( 3 -methoxybenzyl) amino ] propyl) -5 -oxo-5-piperidin- 

1- ylpentanamide; ~ , ,r, 

(2R) -2-amino-N-{ (IS, 2R) -l-benzyl-2-hydroxy-3- t (3- 
methoxybenzyl ) amino] propyl ) -5-oxo-5-piperidin-l-ylpentanamide , 
(2R) -2- (2-ethoxy-2-oxoethanyl) ainino-N-{ (IS. 2R) -1-benzyl- 

2- hydroxy-3- [ (3-methoxybenzyl)amino]propyl)-5-oxo-5-piperidin 

1- ylpentanamide; o » u i 

(2R) -2- ( 4 -ethoxy-4-oxobutanyl) amino-N- { (IS , 2R) -l-Denzyi- 

2- hydroxy-3- [ ( 3 -methoxybenzyl ) amino] propyl ) -5-oxo-5-piperidin 
1-ylpentanamide ditrif luoroacetate; 
N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 

methoxybenzyl ) amino] propyl ) -N*- [ (benzyloxy) carbonyl ] -L- 
aspar tamide ; 

N^-{ (IS, 2R) -l-benzyl-2-hydroxy-3- [ (3- 
methoxybenzyl) amino] propyl )-n'- [ (tertbutyloxy) carbonyl] -L- 
aspar tamide; 

or a pharmacuetically acceptable salt thereof. 
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